Amendment D (After Final Rejection) 
Appl. No. 09/311,837 
May 20, 2004 



Claims 
(Including Amendments) 



Claims 1-6 (canceled). 

7. (currently amended) A process for treating a pathological condition in a [[host]] 
mammal having angiogcnc s is , wherein: 

the condition is treatable by inhibiting matrix metalloprotease activity; 

the process comprises administering a compound recited in claim 52 ( or a 
pharmaceutically acceptable salt thereo f) to the mammal in an effective amount effective to 
treat the condition; and a mammalian host having angiogcnc s is, 

the compound or salt is characterizeable in that the compound or salt inhibits 
inhibiting the activity of one or more of MMP-2, MMP-9, and MMP-13, while exhibiting 
substantially less inhibitory activity against MMP-1 

; the compound correspond s in s tructure to formula II: 




(CH 2 )iT Z 



R 14 0 HN 




R^ ^is hydrido, a pharmaceutically acceptable cation, or C(W)R*y 
W i s O or S; 

selected from the group consisting of C ^-G^- allcyl, aryl, C^ -G^ alkoxy, 




rj.-€^ alkyl, Cg -€g- cycloalltyl - Cj .-€^- allcyl, aryloxy, ar - C ^-C ^ alkoxy, ar-Cj_- 



G$ alkyl, hctcroaryl, and amino Cj .-€ ^ - alkyl, wherein the aminoalkyl nitrogen optionally 



i s s ubstituted with: 



up to two s ubstitucnt s independently selected from the group consisting of 
alley!, aryl, ar C^ -€ 6 alkyl, C^ -€ g eyeloalkyl C ^-% alkyl, ar C^-%- 
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alkoxycarbonyl, C^ -C^ alkoxycarbonyl, and Cj .-G^- alkanoyl, or 

two s ub s titucnt s s uch that the two sub s titucnts, together with the amino C±- 
Gs- alkyl nitrogen, form a 5 - to 8 - mcmbcrcd hctcrocyclo or hetcroaryl ring; 
m i s zero, 1, or 2; 
n i s zero, 1, or 2; 
p is zero, 1, or 2; 
the sum of m + n + p — 2; 

one of X, Y, and Z is O, and the remaining two of X, Y, and Z arc CR^ R^-and 



a s to R* * 

R^ i s s elected from the group con s isting of hydrido, hydroxy, C^ -G^- alkyl, 
€j.-€^- alkanoyl, aroyl, aryl, ar - C j.-€^ alkyl, hetcroaryl, hctcroar - Cj _-€^- alkyl, C^ - 



alkyl, aralkoxy - Cj .-€^- alkyl, Cj .-€ ^ - alkoxy Cj .-G ^ alkoxy Cj .-€^- allcyl, hydroxy - 

G^-G ^ - alkyl, hydroxycarbonyl C^ -G ^ alkyl, hydroxycarbonylar - Cj .-G^- allcyl, 

aminocarbonyl C j.-€^- alkyl, aryloxy C j.-€$- alkyl, hctcroaryloxy - Cj .-€ ^ allc>1, 

arylthio Cj .-€^- allcyl, hctcroarylthio - Cj _-€^ alkyl, a sulfoxide of any of s aid thio 

s ubstitucnt s , a sulfonc of any s aid thio s ub s titucnts, pcrfluoro - C ±rG $ alkyl, 

trifluoromcthyl - C j.-€^ allcyl, halo Cj .-G ^ - allcyl, alkoxycarbonylamino - Cj .-G ^ - allcyl, 

and amino - C j.-€^- allcyl, wherein: 

the aminoalkyl nitrogen optionally is sub s tituted with up to two 
s ub s titucnt s independently s elected from the group consi s ting of C±-Gg- 

alkyl, ar - Cj .-€ ^ - alkyl, cycloalkyl, and C ^-G ^ - alkanoyl, 

-R» , together with the carbon to which they arc bonded, form a 
carbonyl group, or 

R«- and R^ or R** and R^, together with the atom( s ) to which they arc 
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bonded, form a 5 - to 8 mcmbcrcd carbocyclic ring or a 5 - to 8- mcmbcrcd 
hetcrocyclo or hcterooryl ring comprising one or two hctcroatom s independently 
s elected from the group consi s ting of nitrogen, oxygen, and s ulfur; 
as to R 9 i 

is s elected from the group consisting of hydrido, hydroxy, C j .-€$ a ^V^ 

€j_-€ ^ - alkanoyl 5 aroyl, aryl, ar - Cj .-€^- allcyl, hctcroaryl, hctcroar Cy G ^ - alkyl, C2 - 

€ 6 alkynyl, alkenyl, thiol alkyl, alkylthio alkyl, 

cyeloalkyl, eyeloalkyrC^ -G^- alkyl, hctcrocyclo - C j.-€ ^ alkyl, C j_-€^ alkoxy C^-Gg- 

alkyl, aralkoxy - Cj .-€^- alkyl, Cj .-€^- alkoxy - Cj .-€^ alkoxy C^ -G^ alkyl, hydroxy 

€j.-€ ^ - alley 1, hydroxycarbonyl - Cj _-C ^ - alkyl, hydroxycarbonylar - Cj .-G^- allcyl, 

aminocarbonyl C ^-C^- alky!, aryloxy - Cj .-€^- alltyl, hctcroaryloxy - Cj .-€^- alliyl, 

arylthio C ^-G ^ alley 1, hctcroar> lthio - Cj .-€ ^ - allcyl, a s ulfoxide of any of said thio 

s ub s titucnts, a sulfonc of any s aid thio substitucnts, pcrfluoro C^ -G ^ alkyl, 

trifluoromcthyl - Cj .-€^ alkyl, halo C ^-G ^ alkyl, alkoxycarbonylamino - Cj _-€ ^ - alkyl, 

and amino - C^ -Cfc- alkyl, wherein: 

the aminoalkyl nitrogen optionally i s s ubstituted with up to two 
s ub s titucnt s independently selected from the group con s isting of Cj,-C^- 

alkyl, ar - C^ -C^- allcyl, cyeloalkyl, and Cj .-€^- alkanoyl, 

, together with the carbon to which they are bonded, form a 
carbonyl group, a 5 - to 8 - mcmbcrcd carbocyclic ring, or a 5 - to 8 mcmbcrcd 
hetcrocyclo or hctcroaryl ring compri s ing one or two hctcroatom s independently 
selected from the group con s i s ting of nitrogen, oxygen, and sulfur; 
as to R % 

i s s elected from the group consi s ting of hydrido, hydroxy, C alkyl, 
G±-G$ alkanoyl, aroyl, aryl, ar C ^-C^- alkyl, hctcroaryl, heteroar - Cj .-G^- allcyl, C2 - 
€ 6 alkynyl, alkenyl, thiol alkyl, alkylthio Cj .- % alkyl, 
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eyeloallcyl, cycloalkyl C ±-G$ allcyl, hctcrocyclo Cy G^- alkyl, Cj .-€^ alkoxy C^ -G^- 

allcyl, aralkoxy - Cj .-€ ^ - allcyl, Cj .-G ^ alkoxy - Cj .-G^- alkoxy - Cj .-G^- allcyl, hydroxy 

€j.-€^ allcyl, hydroxycarbonyl C^ -C^ allcyl, hydroxyearbonylar - Cj .-€^- alkyl, 

aminocarbonyl - Cj _-€^- alli> r l, aryloxy - Cj .-€^ allg> r l, hetcroaryloxy Cj _-€^- alkyl, 

arylthio - C j .-€ ^ - aIlcyl, hetcroarylthio - C ^ -€ fc - alkyl, a s ulfoxide of any of s aid thio 

s ub s titucnts, a s ulfone of any said thio s ub s titucnt s , pcrfluoro - C j_-€^- nlkyl, 

trifluoromcthyl C^ -G^ alltyl, halo C± -G$ allcyl, alkoxycarbonylamino C j_-€ ^ allcyl, 

and amino Cj _-€^- alkyl, wherein: 

the aminoalkyl nitrogen optionally i s s ubstituted with up to two 
substitucnts independently s elected from the group con s i s ting of C± -Gg- 

alkyl, ar - Cj .-C^- allcyl) cycloalkyl, and C j_-€ ^ - alkanoyl, 

and R ^* ", together with the carbon to which they arc bonded, form a 
carbonyl group, or 

R ^ and R^ or R^ and R^, together with the atom( s ) to which they arc 
bonded, form a 5 to 8 - mcmbcrcd carbocyclic ring or a 5 to 8 mcmbcrcd 
hctcrocyclo or hctcroaryl ring compri s ing one or two hctcroatom s independently 
s elected from the group con s i s ting of nitrogen, oxygen, and s ulfur; 
as to RS 

R» i s selected from the group con s isting of hydrido, hydroxy, C ^-G^ alkyl, 
€j.-€ ^ - alkanoyl, aroyl, aryl, ar Cj _-€^- alkyl, hctcroaryl, hctcroar - Cj _-€^ allcyl, C^ - 

€ 6 alkynyl, C^ -G ^ alkcn >^ thio1 c r % C j:" € 6 alk > ithio C r % alk > rl > 
cycloalkyl, cycloallcyl - Cj ."€ ^ - aHc> r l, hctcrocyclo - Cj .-G^- alliyl, O ^-C ^ alkoxy C±-G$- 
alkyl, aralkoxy - Cj .-€ ^ allcyl, Cj .-€ ^ - alkoxy - Cj .-G ^ - alkoxy C ± -G§ allcyl, hydroxy - 
€j_-€ ^ allcyl, hydroxycarbonyl C^ -€^ allcyl, hydroxycarbonylar C± -G § - allcyl, 
aminocarbonyl C j.-€^- alkyl, ar> r loxy - C j.-€ ^ - allcyl, hetcroaryloxy Cj _-€^- allcyl, 
arylthio C j.-€ ^ - allc>i, hctcroarylthio Cj .-€^- alkyl, a s ulfoxide of any of s aid thio 
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s ubstitucnt s , a sulfonc of any said thio substitucnt s , pcrfluoro C^-C^-olky^ 

trifluoromethyl C ^-G^ allcyl, halo - C j.-€^- alltyl, alkoxycarbonylamino Cj .-G^-aHyH 

and amino Cj .-€ ^ - alkyl, wherein: 

the ominoalkyl nitrogen optionally i s s ub s tituted with up to two 
s ub s titucnts independently s elected from the group con s i s ting of C^-C^" 

alkyl, ar - C^ -G^- alkyl, eyeloalkyl, and Cj .-G^- alkanoyl, 

R^- and together with the carbon to which they are bonded, form a 
eorbonyl group, a 5 to 8 membcrcd carbocyelic ring, or a 5 - to 8 member cd 
hctcrocyclo or hctcroaryl ring comprising one or two hctcroatoms independently 
s elected from the group consi s ting of nitrogen, oxygen, and sulfur; 

only one of and or and is hydroxy; 
G A R E Y is a s ub s titucnt that: 

has a length greater than that of a pentyl group and les s than that of an 
ieo s yl group, and 

compri s e s at least tw o ring structure s ; 
G is aryl or hctcroaryl; 
A i s s elected from the group con s i s ting of: 



& €K 

(2) 

(3) NR^-j 

(4) CO N(R ^ 

(§) Nffi 1 7 ) CO , 

(6) CO O , 

(3) O CO , 

(8) OCOO, 

(9) HC-CH , 

(W) NH CO NH » 

(U) G=€-, 
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(13) NHCOO, 

(13) O CO NH , 

(14) N=N-5 

(15) NH NH , 

(W) CS N(R* *)-j 

(W) N(R 48 )-€S- ? 

(48) a b o nd; 



R is s elected from the group consi s ting of hydrogen, C^ -G^ alkyl, and phenyl; 

is s elected from the group consisting of hydrogen, C^ -G^ alkyl, and phenyl; 

R is s elected from the group con s isting of alkyl, alkoxyalkyl, aryl, hetcroaryl, 
cycloalkyl, hctcroeyclo, aralkyl, hctcroaralkyl, hctcrocycloalkyl, eyeloalkylalkyl, 
eycloalkyloxyalkyl, hctcroeyeloalkoxyalkyl, aryloxyalkyl, hetcroaryloxyalkyl, arylthioalkyl, 
hctcroarylthioalkyl, eycloalkylthioalkyl, and hetcrocyelothioalkyl, wherein: 

the aryl, hetcroaryl, cycloalkyl, or hctcrocyclo optionally is s ubstituted with 
up to two substitucnts independently s elected from the group con s i s ting of halo, 
alkyl, pcrfluoroalkyl, pcrfluoroalkoxy, pcrfluoroalkylthio, trifluoromcthylalkyl, 
amino, alkoxycarbonylalkyl, alkoxy, C^ -G yalkylcnc dioxy, hydroxycarbonylalkyl, 

hydroxycarbonylalkylamino, nitro, hydroxy, hydroxyalkyl, alkanoylamino, and 
alkoxycarbonyl; 

E is s elected from the group con s isting of: 



m (R w >€€h 

(3) CONH , 

(4) HNCO , 

(5) GO-, 

(6) SQa-R^-i 

& R«>-SO^ 

(8) 
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(9) NH-S©2- 

(W) SQ a NH , ond 

fH) a bond; 

s elected from the group consisting of hctcrocyclo and cycloalkyl; and 
Y i s s elected from the group consi s ting of hydrido, alkyl, alkoxy, haloalkyl, aryl, 
aralkyl, cycloalkyl, hetcroaryl, hydroxy, aryloxy, aralkoxy, hctcroaryloxy, hctcroaralkyl, 
pcrfluoroalkoxy, pcrfluoroalkylthio, trifluoromcthylalkyl, alkenyl, hctcrocyclo, cycloalkyl, 
trifluoromcthyl, alkoxyearbonyl, and aminoalkyl, wherein: 

the aryl, hetcroaryl, or hctcrocyclo optionally is substituted with up to two 
s ub s tituents independently s elected from the group consi s ting of alkanoyl, halo, 
nitro, aralkyl, aryl, alkoxy, and amino, wherein: 

the amino nitrogen optionally is s ubstituted with up to two 
substituent s independently s elected from the group consi s ting of hydrido, 
alkyl, and aralkyl 

8. (currently amended) The process according to claim 7, wherein -G-A-R-E-Y- 
comprises two to four ring structures independently selected from the group consisting of 
cycloalkyl, aryl, heterocyclo, and heteroaryl. 

9. (previously amended) The process according to claim 8, wherein each of the two to 
four ring structures is 6-membered. 

10. (currently amended) The process according to claim 7, wherein -G-A-R-E-Y- has a 
length that is greater than that of a hexyl group and less than that of a stearyl group. 

1 1 . (original) The process according to claim 7 wherein A is -O- or -S-. 

12. (previously amended) The process according to claim 7, wherein R is aryl, 
heteroaryl, cycloalkyl, or heterocyclo. 



Page 17 of 87 



Amendment D (After Final Rejection) 
Appl. No. 09/311,837 
May 20, 2004 

13. (original) The process according to claim 7 wherein E is absent. 



14. (currently amended) The process according to claim 7, wherein Y- is selected from 
the group consisting of hydrido, alkyl, alkoxy, perfluoroalkoxy, and perfluoroalkylthio. 



15. (currently amended) A process for treating a pathological condition in a [[host]] 
mammal having angiogcncsis , wherein: 

the condition is treatable by inhibiting matrix metalloprotease activity; 

the process comprises administering a compound recited in claim 62 ( or a 
pharmaceutically acceptable salt thereo f) to the mammal in an effective amount effective to 
treat the condition; and a mammalian host having angiogcncsis, 

the compound or salt is characterizeable in that the compound or salt inhibits 
inhibiting the activity of one or more of MMP-2, MMP-9, and MMP-13, while exhibiting 
substantially less inhibitory activity against MMP-1 

; the compound corresponds in structure to formula III: 

(CH 2 ) n - Z x 

x \ / 



~ (CH 2 ) m JS^ih 

R 14 0 HN, 




m 

is an aryl or hctcroaryl group that i s 5 - or 6-mcmbcrcd and s ub s tituted at its own 
4 po s ition when a 6-mcmbcrcd ring or at its own 3 - or 4 position when a 5 - mcmbcrcd ring 
with a substitucnt s elected from the group consi s ting of thiophenoxy, 4 chloro phenoxy, 3 
ehlorophcnoxy, 4 methoxyphenoxy, 3 bcnzodioxol 5 yloxy, 3, 4 dimcthylphcnoxy, 4 
fluorophenoxy, 4 fluorothiophenoxy, phenoxy, 4 trifluoromcthoxyphenoxy, 4 
trifluoromcthylphcnoxy, 4- (trifluoromcthylthio)phcnoxy, 4- 

(trifluoromcthylthio)thiophcnoxy, 4 chloro - 3 - fluorophcnoxy, 4 i s opropoxy phenoxy, 4- 
i s opropylphcnoxy, (2 - mcthyl 1,3 bcnzothiazol 5 yl)oxy, 4- (lH - imidazol - l - yl)phonoxy, 4- 
chloro 3 - mcthylphcnoxy, 3 methyl phenoxy, 4 cthoxy phenoxy, 3, 4 difluorophenoxy, 4- 
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chloro 3 mcthylphcnoxy, 4 fluoro 3 chlorophcnoxy, 4 (lH - l,2, 4- triazol 1 yl)phcnoxy, 3,5 - 
difluorophcnoxy, 3, 4 diehlorophcnoxy, 4 eyclopcntylphcnoxy, 4- bromo 3 mcthylphcnoxy, 
4 bromophcnoxy, 4 mcthylthiophcnoxy, 4 phcnylphenoxy, 4 bcnzylphcnoxy, 6- 
quinolinyloxy, 4- amino 3 mcthylphcnoxy, 3 mcthoxyphcnoxy, 5,6,7,8 tctrahydro 2- 
naphthalcnyloxy, 3 - hydroxymcthylphcnoxy, and 4 bcnzyloxyphcnoxy; 

R^ ~i s hydrido, a pharmaceutical^ acceptable cation, or C(W)R^ f 
W i s O or S; 

R^~ i s selected from the group con s i s ting of C^ -G^- alkyl, aryl, C j.-€^- alkoxy, 
hcteroaryl - Cj .-€^ alkyl, Cy €g cycloalleyl C^ -G^- alky!, aryloxy, ar C^ -G ^ alkoxy, ar Cj _- 
G$ alkyl, hctcroaryl, and amino - C^ -G^ alkyl, wherein the amino - C ^-C^ alkyl nitrogen 
optionally i s substituted with: 

up to two s ub s titucnts independently selected from the group consi s ting of 

€^-€ 6 alkyl, aryl, ar C^ G ^ alfcyl, Cy -Gg cycloalleyl Cy € 6 alkyl, ar 

alkoxycarbonyl, Cj .-€^- alkoxycarbonyl, and Cj .-€^- alkanoyl, or 

two s ubstitucnt s s uch that the two s ubstitucnts, together with the nmino - Cj .- 

G§ alkyl nitrogen, form a 5 - to 8 - mcmbcrcd hcterocyclo or hctcroaryl ring; 

m is zero, 1, or 2; 

n is zero, 1, or 2; 

p is zero, 1, or 2; 

the sum of m + n + p - 2; 

one of X, Y, and Z i s O, and the remaining two of X, Y, and Z arc CR^ R^-and 
o s to R $ » 

is s elected from the group con s isting of hydrido, hydroxy, C j,-€^- alley 1, 
€j,-€^- alkanoyl, aroyl, aryl, ar C^ -G ^ alley 1, hctcroaryl, hctcroar - Cj .-G $ - alkyl, C^- 
€ 6 allcynyl, C 2 -G$ allecnyl, thiol alkyl, alley lthio C^ -G^ aU ^ 

cycloalleyl, cycloalleyl C^ -G^ alleyl, hctcrocyclo - Cj .-€ ^ - alleyl, C j.-€^- alkoxy - Cj .-€^- 
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alleyl, aralkoxy C j .-€ yalkyl, C^ -G^ alkoxy C j .-G^- alkoxy C ± -G & alleyl, hydroxy 
€j.-€ ^ - alkyl» hydroxycarbonyl - Cj .-€^ alleyl, hydroxycarbonylar - C j.-€^ allcyl ? 

?j_-€^-alkyl, aryloxy C^ -G^- alkyl, heteroaryIoxy - Cj .*€^ alleys 
?j.-€ ^ alkyl, hctcroarylthio Cj .-C ^ - alkyl, a s ulfoxide of any of said thio 
s ubstitucnt s , a sulfone of any said thio s ub s titucnts, perfluoro - Cj .-€^- alkyi, 
trifluoromcthyl C^ -C ^ allvyl, halo Cj .-€^ alkyl, alleoxycarbonylamino C^ -C ^ alkyl, 
and amino C^ -C^ a ^yh wherein: 

the aminoalkyl nitrogen optionally i s s ub s tituted with up to two 
s ubstitucnts independently s elected from the group con s isting of C±-G$- 

alkyl, ar - C j.-€^ alley 1, cycloalkyl, and C^ -G^- alkanoyl, 

«nd-R ^, together with the carbon to which they are bonded, form a 
carbonyl group, or 

and R 9 -et^R 8 -ftB4 

, together with the atom( s ) to which they are 
bonded, form a 5 to 8 - mcmbcrcd carbocyelic ring or a 5 to 8 mcmbcrcd 
hcterocyclo or hetcroaryl ring compri s ing one or two hctcroatoms independently 
s elected from the group con s isting of nitrogen, oxygen, and s ulfur; 
as to R% 

is selected from the group consisting of hydrido, hydroxy, C j.-€^-aHq4 ? 
€j,-G^- alkanoyl, aroyl, aryl, ar Cj _-€?6- alkyl, hetcroaryl, hctcroar C j.-€ ^ - alliyl, C^- 
% alkynyl, C^ G ^ alkenyl, thiol C t -G $ alleyl, allt^ lthio C ^-G^-aH^ 

cycloalkyl, cycloalkyl C ^-G^- alkyl, hcterocyclo C^ -G^- alleyl, C ^-€^- alkoxy C± -G$- 
alkyl, aralkoxy C j_-€^- alkyl, C^ -G ^ alkoxy C^ -G^ alkoxy Cj _-€$ alleyl, hydroxy 
€j.-€ ^ - alkyl, hydroxycarbonyl C± -G$ alleyl, hydroxycarbonylar Cj .-€^-aH^ 
aminocarbonyl C^ -G^- alleyl, aryloxy C^ -G^- alleyl, hctcroaryloxy C^ -G^-aM^ 
arylthio Cj _-G $ - alleyl, hctcroarylthio - C^ -G^ alkyl, a s ulfoxide of any of s aid thio 
s ubstitucnt s , a s ulfone of any s aid thio substitucnt s , pcrfluoro - C j.*€^-aH^45 
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trifluoromcthyl Cj .*€ ^ alkyl, halo - C ^-G^ alkyl, alkoxycarbonylamino Cj .-€! y alkyl, 
and amino - C j.-€^ alkyl, wherein: 



carbonyl group, a 5 to 8 membercd carbocyelie ring, or a 5 to 8 mem be red 
heterocyelo or hetcroaryl ring compri s ing one or two hctcroatoms independently 
s elected from the group consi s ting of nitrogen, oxygen, and s ulfur; 
a s to R% 

R^ i s s elected from the group con s i s ting of hydrido, hydroxy, C^ -C^ alkyl, 
€j.-€ ^ alkanoyl, aroyl, aryl, ar - Cj .-C ^ - alkyl, hctcroaryl, hctcroar C^ -G^- alkyl, C^ - 
€ 6 alley nyl, C^ -G ^ alkenyl, thiol C^ -€ 6 alkyl, alk> lthio C t - % alkyl, 

cyeloalkyl, cyeloalltyl - C j.-€^ alliyl, heterocyelo C^ -G^- alkyl, C^ -C^ -alkoxy C ^-€^- 
alkyl, aralkoxy C ^-C^- alleyl, C^ -€ ^ - alkoxy - Cj .-G^ alkoxy C j.-C ^ - alleyl, hydroxy ■ 
C^-C ^ - alkyl, hydroxy carbonyl Cj _-€ ^ - alkyl, hydroxy carbonylar Cj _-€^- alkyl, 



arylthio C j_-€ $ alkyl, hctcroarylthio - C ^.-G^- alleyl, a sulfoxide of any of said thio 

s ub s titucnts, a s ulfono of any s aid thio sub s titucnt s , pcrfluoro C± -G $ alley 1, 

trifluoromcthyl - C j.-€^- alley 1, halo Cj .-€^ alkyl, alkoxycarbonylamino C± -G$-eM&fh 

and amino C^ -G ^ - allcyl, wherein: 

the aminoalleyl nitrogen optionally i s sub s tituted with up to tw o 
substitucnts independently s elected from the group con s i s ting of C±-Gg- 

alkyl, ar Cj .-€^- alkyl, cycloallcyl, and C ^-C^- alkanoyl, 

and R^, together with the carbon to which they arc bonded, form a 
carbonyl group, or 



the aminoalleyl nitrogen optionally i s s ubstituted with up to two 
s ub s titucnt s independently s elected from the group consi s ting of C^-G^- 

alleyl, ar - C^ -G ^ - alleyl, eyeloalkyl, and C j.-C^- alkanoyl, 



R 9 and r K together with the carbon to which they arc bonded, form a 




?y€fc - alkyl, aryloxy Cy C^- alkyl, hetcroaryloxy Cj _-€^- alleyl, 
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R** * and , together with the atom(s) to which they are 

bonded, form a 5 to 8 mcmbcrcd earbocyelie ring or a 5 to 8-mcmbcrcd 
hctcrocyelo or hctcroaryl ring compri s ing one or two hctcroatom s independently 
s elected from the group con s isting of nitrogen, oxygen, and sulfur; 
as to R* ** 

R^ 7 is s elected from the group consisting of hydrido, hydroxy, C^ -C ^ - allcyl, 

C^-G^ alkanoyl, aroyl, aryl, or C^ -G ^ alkyl, hctcroaryl, hctcroar - Cj .-€^- all€yl, C^ - 

€ 6 alkynyl, C^ -G^ alkenyl, thiol C^ -€ 6 alltyl, alkylthio C^ -G ^ allc> 1, 

cycloalkyl, cycloalkyl - Cj .-€^- alliyl, hctcrocyelo Cj _-€ ^ alkyl, Cj .-€^- alkoxy C±-G§- 

alkyl, aralkoxy C^ -G^- alkyl, C j.-€ ^ - alkoxy - Cj .-€ ^ alkoxy C^ -G^- alkyl, hydroxy 

G^-G^- alkyl, hydroxycorbonyl Cj .-€^- alltyl, hydroxy carbonylar C j.-€^- alley 1, 

aminocarbonyl C j.-€^- alltyl, aryloxy C j.-G^- all<yl, hctcroaryloxy C^-G^-otiky^ 

arylthio C j,-G ^ - alltyl, hetcroarylthio Cj .-€^- alltyl, a s ulfoxide of any of s aid thio 

s ub s titucnt s , a sulfonc of any s aid thio s ubstitucnts, pcrfluoro Cj .-€^-aH^ 

trifluoromcthyl C ^-G ^ - allcyl, halo Cj .-€^- all€yl, alkoxycarbonylamino - Cj .-€^-aH^ 

and amino C j.-€^- alltyl, wherein: 

the aminoalkyl nitrogen optionally is sub s tituted with up to two 
s ub s titucnts independently selected from the group con s i s ting of C ±-Gg- 

alkyl, ar C j.-G^ alkyl, cycloalkyl, and C ^-G ^ - alkanoyl, 

R^-and-R^ *, together with the carbon to which they arc bonded, form a 
carbonyl group, a 5 to 8 - mcmbcrcd earbocyelie ring, or a 5 to 8 mcmbcrcd 
hctcrocyelo or hctcroaryl ring comprising one or two hctcroatoms independently 
s elected from the group con s i s ting of nitrogen, oxygen, and sulfur; and 

only one of R 8 and R^ -or ««d-R:^ i s hydroxy. 



Page 22 of 87 



Amendment D (After Final Rejection) 
AppL No. 09/311,837 
May 20, 2004 

16. (previously amended) The process according to claim 15, wherein the compound 
corresponds in structure to the following formula: 



Claims 17-19 (canceled). 

20. (currently amended) A process for treating a pathological condition in a [[host]] 
mammal having angiogcncsi s, wherein: 

the condition is treatable by inhibiting matrix metalloprotease activity; 

the process comprises administering a compound recited in claim 158 ( or a 
pharmaceutical^ acceptable salt thereo f) to the mammal in an effective amount effective to 
treat the condition; and a mammalian ho s t having angiogcn es i s , 

the compound or salt is characterizeable in that the compound or salt inhibits 
inhibiting the activity of one or more of MMP-2, MMP-9, and MMP-13, while exhibiting 
substantially less inhibitory activity against MMP-1 

; the compound corre s pond s in s tructure to formula HI: 





(CH 2 )r Z 



hydrido, o phormoccuticolly acceptable cation, or C(W)R ^t 



W is O or S; 
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selected from the group con s isting of C± -G $ alkyl, aryl, Cj .-G ^ - alkoxy, 

hctcroar>l - C j.-€ ^ - allc>1, Cg -€g- cyclofllkyI - C j.-€^- allc>1, aryloxy, ar C ^-G^- alkoxy, ar C ^- 

G^- alkyl, hctcroaryl, and amino C yG ^ - alkyl, wherein the ammo - C^ -G^ alkyl nitrogen 

optionally is s ubstituted with: 

up to two s ub s titucnt s independently s elected from the group consisting of 
€ t -€ 6 alkyl, aiyl, ar C ^-G ^ alley 1, Cy G g eyeloalkyl C^ -G^ alkyl, ar Cy G$- 

alkoxyearbonyl, Cj .-€^ alkoxycarbonyl, and Cy G^- alkanoyl, or 

two s ub s titucnts s uch that the two s ub s titucnt s , together with the amino Cj_- 

G ^ - alkyl nitrogen, form a 5 - to 8 mcmbcred hctcrocyclo or hctcroaryl ring; 

m i s zero, 1, or 2; 

n is zero, 1, or 2; 

p i s zero, 1, or 2; 

the s um of m + n + p is 2; 

one of X, Y, and Z i s O, and the remaining two of X, Y, and Z are CR 8 R^-and 
as to R 8 * 

R** i s s elected from the group consisting of hydrido, hydroxy, C^ -G^-aH^ 
alkanoyl, aroyl, aryl, ar C^ -G ^ alkyl, hctcroaryl, hctcroar Cj .-€ 6 alkyl, C^ - 
G 6 alkynyl, C^ -G^ <> ikcn y l > thio1 C^ -G^-aH^G^-G^ alkylthio C t -G 6 -aH^ 
eyeloalkyl, eyeloalkyl Cj _-G $ - alkyl, hctcrocyclo C^ -G^- allcyl, C ^-G fr - alkoxy - C^ -G^' 
alkyl, aralkoxy C^ -G^-aH^G^-G^ alkoxy C ^-G 6 alkoxy C^ -G^ alkyl, hydroxy 
G^-G ^ - alkyl, hydroxycarbonyl Cj _-G $ - alkyl, hydroxy carbonylar Cj.-G^-fttky^ 
aminocarbonyl C^ -G^ alkyl, aryloxy C ^-G^ alkyl, hctcroaryloxy C^ .-G^-aH^ 
arylthio Cj .-G ^ - alkyl, hctcroarylthio C yG $ alkyl, a sulfoxide of any of s aid thio 
sub s titucnt s , a s ulfonc of any s aid thio s ubstitucnts, pcrfluoro C^-G^-alky^ 
trifluoromcthyl C^ -G ^ - alkyl, halo C^ -G^ alkyl, alkoxycarbonylamino C j.-G^-ftH^ 
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and amino - C ^-G^- alkyl, wherein; 

the aminoalkyl nitrogen optionally i s substituted with up to two 
s ub s titucnts independently selected from the group con s i s ting of C j_-€y 

alkyl, ar C ±-G $ alkyl, eycloalkyl, and C^ -C^- alkanoyl, 

and R ^ , together with the carbon to which they arc bonded, form a 
carbonyl group, or 

and or R*-on4 , together with the atom(s) to which they arc 
bonded , form a 5 to 8- mcmbercd carbocyclic ring or a 5 - to 8 - mcmbcrcd 
hctcrocyclo or hctcrooryl ring compri s ing one or two hctcroatom s independently 
selected from the group con s isting of nitrogen, oxygen, and s ulfur; 
a s to R 9 * 

R ^ is s elected from the group con s i s ting of hydrido, hydroxy, C^ -C ^ alkyl, 

G±-G$ alkanoyl, aroyl, aryl, ar C± -G § alkyl, hctcroaryl, hctcroar C j ,-G $ - alkyl, C^ - 

€ 6 alkynyl, C^ -G^ alkenyl, thiol C^ -€ 6 alkyl, alleylthio alkyl, 

eycloalkyl, eycloalkyl C^ -G^ alkyl, hctcrocyclo Cj .*€^- alley 1, C± -G$ alkoxy C^ -G^' 

alkyl, aralkoxy - Cj .-€^- alleyl, C^ -€^- alkoxy - Cj .-€ ^ - alkoxy - Cj .-€^- alltyl, hydroxy - 

CyG ^ - alkyl, hydroxycarbonyl C j.-€ ^ allcyl, hydroxycarbonylar Cj .-€^- allcyl, 

aminocarbonyl C j.-€^- alley 1, aryloxy C ^-G^ alkyl, hctcroaryloxy C^ -G^ alkyl, 

arylthio C^ -G^ alkyl, hctcroarylthio - C ^.-C ^ - alleyl, n sulfoxide of any of s aid thio 

s ubstitucnts, a s ulfonc of any s aid thio s ub s titucnt s , pcrfluoro Cj .-€^ alltyl, 

trifluoromcthyl C j.-G^- alkyl, halo - Cj .-€^- allcyl, alkoxycarbonylamino C ±-G$- alley 1, 

and amino - C^ -C ^ - alley 1, wherein; 

the aminoalkyl nitrogen optionally i s s ub s tituted with up to two 
s ubstitucnt s independently s elected from the group con s i s ting of C±-G$~ 

alleyl, ar - Cj .-€^- alkyl, eycloalkyl, and C ^-G^ alkanoyl, 

R * and together with the carbon to which they ore bonded, form a 
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enrbonyl group, a 5 to 8 membcred carbocyclic ring, or a 5 - to 8 - mcmbcrcd 
hcterocyclo or hctcroaryl ring comprising one or two hctcroatoms independently 
s elected from the group con s isting of nitrogen, oxygen, and s ulfur; 
as to R% 

R^* i s selected from the group con s isting of hydrido, hydroxy, C ^-G^-alky^ 
€j.-€ ^ - alkanoyl, aroyl, aryl, ar Cj rG^- alkyl, hetcroaryl, hctcroar Cj .-€ ^ - alkyl, C^ - 
G 6 alkynyl, C 2 -G 6 alkenyl, thiol alkyl, C t -G 6 all^ lthio C^ nrfkyl, 

cycloalkyl, cycloalkyl C^ -G^ alkyl, hcterocyclo C^ -G $ alk> 1, C^ -G^ alkoxy Cy Gg- 
olkyl, aralkoxy C^ -G ^ alkyl, C^ -G ^ alkoxy C^ -€ 6 alkoxy C^ -G^ alkyl, hydroxy 
€j,-€ ^ - alkyl, hydroxycarbonyl C^ -G ^ alkyl, hydroxy carbonylar C^ -G^-ftH^H 
aminocarbonyl C ^-G ^ alkyl, aryloxy C^ -G ^ alkyl, hctcroaryloxy C ^-G^-afcy!? 
arylthio C± -G$ alkyl, hctcroarylthio C ^-G ^ alkyl, a sulfoxide of any of s aid thio 
substitucnts, a sulfonc of any said thio s ub s titucnts, pcrfluoro C^ -G^-aH^ 
trifluoromcthyl C^ -€ 6 alkyl, halo Cj ,-€ 6 alkyl, alkoxyearbonylamino C^ -G^-aH^ 
and amino Cj .-€^- allcyl, wherein: 

the aminoalkyl nitrogen optionally i s substituted with up to two 

substitucnt s independently s elected from the group con s isting of C±-G$- 

alkyl, ar C^ -G ^ alkyl, cycloalkyl, and C^ -G ^ alkanoyl, 

R^-and-R^ 7 , together with the carbon to which they are bonded, form a 
carbonyl group, or 

R^-ftnd4t 8 -orjt^-aftd4t^ , together with the atom(s) to which they arc 
bonded, form a 5 to 8 - mcmbcrcd carbocyclic ring or a 5 to 8- membcred 
hcterocyclo or hctcroaryl ring compri s ing one or two hctcroatom s independently 
selected from the group consisting of nitrogen, oxygen, and sulfur; 
as to R ^i 

R^ is selected from the group consi s ting of hydrido, hydroxy, C^-G^-alky^ 
Gj.-G$- alkanoyl, aroyl, aryl, ar C^ -G ^ - alky!, hctcroaryl, hcteroar Cj _-G^- allcyl, C^- 
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€j_-€? 6 ilkyU hydroxycarbonyl Cj _-€^ alkyl, hydroxy carbonylar C^ -G ^ allcyl, 



aiylthio - C jj-G ^ alkyl, hctcroarylthio C j .-G$- alkyl, a sulfoxide of any of s aid thio 

substitucnts, a s ulfone of any said thio s ub s titucnt s , pcrfluoro C^ -G^ alkyl, 

trifluoromcthyl C^ -G^ alkyl, halo Cj .-€ ^ - alltyl, alkoxycarbonylamino C ^-G ^ - alkyl, 

and amino - Cj .-€^- alkyl, wherein: 

the aminoalkyl nitrogen optionally is s ub s tituted with up to two 
s ub s titucnt s independently selected from the group consi s ting of Cj_-€^- 

alkyl, ar - Cj .-€^- alkyl, cyeloalkyl, and Cj .-G ^ - alkanoyl, 

R^ " and R^, together with the carbon to which they arc bonded, form a 
carbonyl group, a 5 - to 8 mcmbcred carbocyclic ring, or a 5 to 8 mcmbcrcd 
hcterocyclo or hcteroaryl ring comprising one or two hctcroatom s independently 
s elected from the group con s i s ting of nitrogen, oxygen, and sulfur; 

only one of R ^ and R^ or R^ and R^ i s hydroxy; and 
R 3 i s sub s tituted aryl or substituted hcteroaryl, wherein: 

the s ubstitucnt on the aryl or hcteroaryl i s selected from the group con s i s ting 
of optionally s ubstituted cyeloalkyl, hetcrocyclo, aryl, hcteroaryl, aralkyl, 
hctcroaralkyl, aralkoxy, hctcroaralkoxy, aralkoxyalkyl, aryloxyalkyl, 
aralkanoylalkyl, arylearbonylalkyl, aralkylaryl, aryloxyalkylaryl, aralkoxyaryl, 
arylazoaryl, arylhydrazinoaryl, alkylthioaryl, arylthioalkyl, alkylthioaralkyl, 
aralkylthioalkyl, aralkylthioaryl, a s ulfoxide of any of the thio substitucnts, a 
sulfone of any of the thio s ub s titucnt s , and a fu s ed ring structure comprising at least 
two 5 to 6 mcmbcrcd ring s independently s elected from the group con s i s ting of 
aryl, hcteroaryl, cyeloalkyl, and hcterocyclo, wherein: 




^-C^- alkyl, aryloxy - C j.-€^ alley 1, hetcroaryloxy C ^-G ^ - alkyl, 



each optional s ub s titucnt of any s uch group i s independently s elected 
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from the group con s i s ting of cyano, perfluoroalkyl, trifluoromcthoxy, 
trifluoromcthylthio, haloalkyl, trifluoromcthylalkyl, aralkoxyearbonyl, 
aryloxyearbonyl, hydroxy, halo, alkyl, alkoxy, nitro, thiol, hydroxyearbonyl, 
aryloxy, arylthio, aralkyl, aryl, arylcarbonylamino, hctcroaryloxy, 
heteroarylthio, hctcroaralkyl, cycloalkyl, hetcrocyclooxy, hctcrocyclothio, 
hetcrocycloamino, eyeloalkyloxy, cycloallcylthio, hctcroaralkoxy, 
hctcroaralkylthio, aralkoxy, aralkylthio, aralkylamino, hctcrocyclo, 
hcterooryl, arylazo, hydroxycarbonylalkoxy, alkoxycarbonylalkoxy, 
alkanoyl, arylearbonyl, aralkanoyl, alkanoyloxy, aralkanoyloxy, 
hydroxyallcyl, hydroxyalkoxy, alkylthio, alkoxyalkylthio, alkoxycarbonyl, 
aryloxyalkoxyaryl, aiylthioalkylthioaryl, aryloxyalkylthioaryl, 
arylthioalkoxyaryl, hydroxycarbonylalkoxy, hydroxycarbonylalkylthio, 
alkoxycarbonylalkoxy, alkoxycarbonylalkylthio, amino, carbonylamino, and 
aminoalkyl, wherein: 

the amino nitrogen optionally is s ub s tituted with: 

up to two s ubstitucnt s independently s elected from the 
group con s isting of alkyl, aryl, hctcroaryl, aralkyl, cycloalkyl, 
aralkoxycarbonyl, alkoxycarbonyl, arylearbonyl, aralkanoyl, 
hetcroarylcarbonyl, hctcroaralkanoyl, and alkanoyl, or 

two sub s titucnt s such that the two substitucnts, together 
with the amino nitrogen, form a 5 to 8 mcmbcred hctcrocyclo 
or hctcroaryl ring that optionally: 

comprises up to two additional hctcroatom s 
independently selected from the group con s isting of 
nitrogen, oxygen and sulfur, and 

is substituted with up to two s ub s titucnts 
independently selected from the group con s isting of 
aryl, alkyl, hctcroaryl, aralkyl, hctcroaralkyl, hydroxy, 
alkoxy, alkanoyl, cycloalkyl, hctcrocyclo, 
alkoxycarbonyl, hydroxyallcyl, trifluoromcthyl, 
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bcnzofused hctcroeyclo, hydroxyalkoxyalkyl, 
aralkoxyearbonyl, hydroxycarbonyl, aryloxycarbonyl, 
bcnzofu s ed hcteroeyeloalkoxy, benzofused 
cycloalkylearbonyl, hctcrocyclo - alkylcarbonyl, and 
cycloalkylearbonyl, 

the carbonylamino nitrogen optionally is; 
the reacted amine of an amino acid, 
s ub s tituted with up to two substitucnt s independently 

s elected from the group con s i s ting of alkyl, hydroxyalkyl, 

hydroxyhctcroaralkyl, cycloalkyl, aralkyl, 

trifluoromethylalkyl, hctcroeyclo, bcnzofu s ed hctcroeyclo, 

bcnzofused cycloalkyl, and N,N - dialkyl s ub s titutcd alkylamino - 

alkyl, or 

sub s tituted with two sub s titucnts s uch that the two 
s ubstitucnt s , together with the carbonylamino nitrogen, form a 
5 to 8 mcmbcrcd hctcroeyclo, hctcroaryl, or bcnzofused 
hctcroeyclo, w r hcrein; 

the hctcroeyclo, hctcroaryl, or bcnzofused 
hctcroeyclo optionally is sub s tituted with up to two 
s ub s titucnt s independently s elected from the group 
consisting of alkyl, alkoxycarbonyl, nitro, hctcroeyclo, 
hydroxy, hydroxycarbonyl, aryl, aralkyl, hcteroaralkyl, 
and amino, wherein the amino nitrogen optionally i s 
s ubstituted with: 

up to two s ub s titucnts independently 
selected from the group con s i s ting of alkyl, aryl, 
and hctcroaryl, or 

two s ub s titucnts s uch that the two 
s ub s titucnts, together with the amino nitrogen, 
form a 5 - to 8-membcrcd hctcroeyclo or 
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hctcroaryl ring; 
the aminoalkyl nitrogen optionally i s sub s tituted with: 

up to two s ub s titucnts independently s elected from the 
group con s i s ting of alkyl, an 1, aralkyl, eycloalkyl, 
aralkoxycarbonyl, alkoxycarbonyl, and alkanoyl, or 

two s ub s titucnt s s uch that the two s ub s titucnts, together 
with the aminoalkyl nitrogen, form a 5 to 8 mcmbcrcd 
hctcroeyclo or hctcroaryl ring . 

21 . (currently amended) The process according to claim 20, wherein R 3 is phenyl a-5- 
or 6 - mcmbcrcd aryl or 5- or 6-membered heteroaryl [[group]], wherein: 

the phenyl [[aryl]] or heteroaryl is substituted at its own 4-position when a 6- 
membered ring or at its own 3- or 4-position when a 5-membered ring with a substituent 
selected from the group consisting of s ingle - ringed aryl phenyl single-ringed 
heteroaryl, N-piperidyl, N-piperazinyl, phenoxy, thiophenoxy, 4-thiopyridyl, phenylazo, 
and benzamido. 

22. (previously amended) The process according to claim 20, wherein R 3 has a length 
that is greater than that of a pentyl group and less than that of an icosyl group. 

Claims 23-25 (canceled). 

26. (previously amended) The process according to claim 20, wherein R 3 comprises 
two to four ring structures independently selected from the group consisting of cycloalkyl, aryl, 
heterocyclo, and heteroaryl. 

27. (previously amended) The process according to claim 26, wherein each of the two 
to four ring structures is 6-membered. 
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28. (previously amended) The process according to claim 20, wherein R 3 has a length 
that is greater than that of an octyl group and less than that of a stearyl group. 

Claims 29-34 (canceled). 

35. (currently amended) A process for treating a pathological condition in a [[host]] 
mammal having angiogcnc s i s, wherein: 

the condition is treatable by inhibiting matrix metalloprotease activity; 

the process comprises administering a compound recited in claim 87 ( or a 
pharmaceutically acceptable salt thereof ) to the mammal in an effective amount effective to 
treat the condition; and a mammalian host having angiogcncsis. 

the compound or salt is characterizeable in that the compound or salt inhibits 
inhibiting the activity of one or more of MMP-2, MMP-9, and MMP-13, while exhibiting 
substantially less inhibitory activity against MMP-1 

; the compound corre s ponds in s tructure to the formula below: 



iiu my 




W and Q arc independently oxygen (O), NR 6 , or s ulfur (S); 

R 6 is s elected from the group con s isting of C a-C s - cycIoalkyl, C i-Gs- olkyl, Cy Cs- 
alkcnyl, C$ -Gt alkynyl, Cj ^ s - alkoxy - Ci -Gs- alkyl, amino - Ci -Gs- alkyl, amino s ulfonyl, 
hctcroaryl - CV Cs alkyl, aryloxycarbonyl, and C v-Gs- alkoxyearbonyl; and 

q i s zero or one such that when q i s zero, Q i s ab s ent and the trifluoromcthyl group 
i s bonded directly to the depicted phenyl ring . 

36. (original) The process according to claim 35 wherein q is zero. 
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37. (original) The process according to claim 35 wherein W is O. 

38. (original) The process according to claim 37 wherein q is zero. 

39. (original) The process according to claim 37 wherein q is one and Q is O. 

40. (original) The process according to claim 37 wherein q is one and Q is S. 

41. (previously amended) The process according to claim 35, wherein the compound 
corresponds in structure to the following formula: 




42. (previously amended) The process according to claim 35, wherein the compound 
corresponds in structure to the following formula: 




Claims 43-51 (canceled). 
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52. (currently amended) A compound or a salt thereof, wherein: 
the compound corresponds in structure to formula II: 

(CH 2 )r z > 



/ 

X 



\ 



II 



R 14 0— HN. 2 >< 'g— A— R— E— Y 

SQ>2 



R 14 0- — HN 




JI; 



is hydrido, a pharmaceutically acceptable cation, or C(W)R^; 
W is O or S; 

R^ is selected from the group consisting of Cj-Cg-alkyl, aryl, Cj-Cg-alkoxy, 
heteroaryl-C i-Cg-alkyl, C3-C3-cycloalkyl-C 1 -C6-alkyl, aryloxy, ar-Cj-Cg-alkoxy, ar-Cj-Cg- 
alkyl, heteroaryl, and amino-C^-Cg-alkyl, wherein the aminoalkyl nitrogen optionally is 
substituted with: 

up to two substituents independently selected from the group consisting of C\- 

C 6 -alkyl, aryl, ar-Cj-Cg-alkyl, C 3 -Cg-cycloalkyl-C 1 -C 6 -alkyl, ar-C^Cg- 

alkoxycarbonyl, CpCg-alkoxycarbonyl, and Cj-Cg-alkanoyl, or 

two substituents such that the two substituents, together with the amino-C|-C6- 
alkyl nitrogen, form a 5- to 8-membered heterocyclo or heteroaryl ring; 
m is zero, 1, or 2; 
n is zero, 1, or 2; 
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p is zero, 1, or 2; 

the sum of m + n + p = 2; 

one of X, Y, and Z is O, and the remaining two of X, Y, and Z are CR 8 R 9 and CR^R 1 1 ; 
as to R 8 : 

R8 is selected from the group consisting of hydrido, hydroxy, Cj-Cg-alkyl, Cj- 

Cg-alkanoyl, aroyl, aryl, ar-Cj-Cg-alkyl, heteroaryl, heteroar-Cj-Cg-alkyl, C2-Cg- 

alkynyl, C 2 -C 6 -alkenyl, thiol-CpCg-alkyl, C^Cg-alkylthio-C^Cg-alkyl, C 1 ^ 6l 

alkylsulfonyl-C j -Cfi-alkyl, C ^ -Cg-alkylsulfinyl-C ^ -Cg-alkvK cycloalkyl, cycloalkyl- 

^1-Cg-alkyl, heterocyclo-C^-Cg-alkyl, C^-Cg-alkoxy-CpCg-alkyl, aralkoxy-Cj-C^- 

alkyl, C i -Cg-alkoxy-C ] -C^-alkoxy-C i -Cg-alkyl, hydroxy-C | -C^-alkyl, 

hydroxycarbonyl-C i -Cg-alkyl, hydroxycarbonylar-C j -Cg-alkyl, aminocarbonyl-C i -Cg- 

alkyl, aryloxy-Cj-Cg-alkyl, heteroaryloxy-Cj-Cg-alkyl, aiylthio-Cj-Cg-alkyl, 

arylsulfonyl-C ^ -Cg-alkyh atrlsulfinvl-C j -Cfi-alkyK heteroarylthio-C j -Cg-alkyl, 

heteroarvlsulfonyl-C ^ -Cg-alkvK heteroarylsulfinyl-C j -Cfi-alkyl, a s ulfoxide of any 

of s aid thio s ubstitucnt s , a s ulfone of any s aid thio substitucnt s , perfluoro-Ci-Cg- 

alkyl, trifluoromethyl-Cj-C^-alkyl, halo-Cj-Cg-alkyl, alkoxycarbonylamino-C|-Cg- 

alkyl, and amino-Ci-Cg-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of Cj-C^-alkyl, ar- 

Cj-Cg-alkyl, cycloalkyl, and C^-Cg-alkanoyl, 

R 8 andR 9 , together with the carbon to which they are bonded, form a carbonyl 
group, or 

R 8 and R 9 or R 8 and R^ s together with the atom(s) to which they are bonded, 
form a 5- to 8-membered carbocyclic ring or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 
as to R 9 : 
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is selected from the group consisting of hydrido, hydroxy, Cj-Cg-alkyl, C|- 
Cg-alkanoyl, aroyl, aryl, ar-C^-Cg-alkyl, heteroaryl, heteroar-Cj-C^-alkyl, C2-Cg- 
alkynyl, C 2 -C 6 -alkenyl, thiol-C^Cg-alkyl, Ci-Cg-alkylthio-C^Cg-alkyl, C l £ 6z 
alkylsulfonvl-C^C^-alkvK C ^ -C^-alkylsulfinyl-C ^ -C^-alkvU cycloalkyl, cycloalkyl- 
Cj-Cg-alkyl, heterocyclo-Cj-Cg-alkyl, Ci-Cg-alkoxy-Cj-Cg-alkyl, aralkoxy-C j -Ch- 
alky 1, C i -Cg-alkoxy-C j -Cg-alkoxy-C j -Cg-alkyl, hydroxy-C | -Cg-alky 1, 
hydroxycarbonyl-C j -C^-alkyl, hydroxycarbonylar-C j -C^-alkyl, aminocarbonyl-C j -Cg- 
alkyl, aryloxy-C^-Cg-alkyl, heteroaryloxy-Cj-Cg-alkyl, arylthio-Ci-Cg-alkyl, 
arylsulfonyl-C ^ -Cg-alkvK arylsulfinyl-C ^ -C^-alkyl, heteroarylthio-C j -Cg-alkyl, 
heteroarylsulfonyl-C ^ -C^-alkvl, heteroarylsulfinyl-C ^ -C^-alkyL a s ulfoxide of any 
of s aid thio s ub s titucnts, a s ulfonc of any s aid thio s ubstitucnts, perfluoro-C j -Cg- 
alkyl, trifluoromethyl-Cj-Cg-alkyl, halo-Cj-Cg-alkyl, alkoxycarbonylamino-Cj-Cg- 
alkyl, and amino-Cj-Cg-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of C^-Cg-alkyl, ar- 

Cj-Cg-alkyl, cycloalkyl, and Cj-Cg-alkanoyl, 

and R^, together with the carbon to which they are bonded, form a carbonyl 
group, a 5- to 8-membered carbocyclic ring, or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 
as to R 10 : 

R^ is selected from the group consisting of hydrido, hydroxy, Cj-Cg-alkyl, Cj- 
Cg-alkanoyl, aroyl, aryl, ar-Cj-Cg-alkyl, heteroaryl, heteroar-Cj-Cg-alkyl, C2-C5- 
alkynyl, C 2 -C 6 -alkenyl, thiol-C r C 6 -alkyl, Cj-Cg-alkylthio-C^Cg-alkyl, C 1 £ 6z 
alkylsulfonyl-C ^ -C^-alkvU C i -C^-alkylsulfinyl-C ^ -C^-alkvK cycloalkyl, cycloalkyl- 
C^-Cg-alky!, heterocyclo-Cj-Cg-alkyl, Ci-Cg-alkoxy-Ci-Cg-alkyl, aralkoxy-Cj-Cg- 
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alkyl, C J -Cg-alkoxy-C j -Cg-alkoxy-C j -Cg-alkyl, hydroxy-C j -Cg-alkyl, 

hydroxycarbonyl-C j -Cg-alkyl, hydroxycarbonylar-C j -Cg-alkyl, aminocarbonyl-C j -Cg- 

alkyl, aryloxy-Cj-Cg-alkyl, heteroaryloxy-CpCg-alkyl, arylthio-Ci-Cg-alkyl, 

arylsulfonyl-C i -C^-alkvK arylsuHinvl-C^C^-alkvK heteroarylthio-C j -Cg-alkyl, 

heteroarvlsulfonyl-C ^ -Cg-alkvh heteroarylsulfinvl-C ^ -Cg-alkvK a sulfoxide of any 

of s aid thio s ubstitucnts, a s ulfonc of any s aid thio substitucnt s , perfluoro-Cj-Cg- 

alkyl, trifluoromethyl-Cj-Cg-alkyl ? halo-Cj-Cg-alkyl 3 alkoxycarbonylamino-Cj-Cg- 

alkyl, and amino-C | -Cg-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of Cj-C^-alkyl ? ar- 

Cj-Cg-alkyl, cycloalkyl, and Cj-Cg-alkanoyl, 

R^O and R^, together with the carbon to which they are bonded, form a carbonyl 
group, or 

and R^ or R^ and R^, together with the atom(s) to which they are bonded, 
form a 5- to 8-membered carbocyclic ring or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 
as to R 11 : 

rH is selected from the group consisting of hydrido, hydroxy, Cj-Cg-alkyl, Cj- 
Cg-alkanoyl, aroyl, aryl, ar-Cj-Cg-alkyl, heteroaryl, heteroar-Ci-Cg-alkyl, C2-C5- 
alkynyl, C 2 -C 6 -alkenyl, thiol-C r C 6 -alkyl, Cj-Cg-alkylthio-CpCg-alkyl, C 1 ^ 6z 
alkvlsulfonyl-C ^ -C^-alkvU C ^ -C^-alkvlsulfinyl-C ^ -C^-alkvl, cycloalkyl, cycloalkyl- 
Cj-Cg-alkyl, heterocyclo-C^-Cg-alkyl, Cj-Cg-alkoxy-Ci-Cg-alkyl, aralkoxy-C \ -Ch- 
alky 1, C j -Cg-alkoxy-C j -Cg-alkoxy-C j -Cg-alky 1, hydroxy-C j -Cg-alkyl, 
hydroxycarbonyl-C j -Cg-alkyl, hydroxycarbonylar-C j -Cg-alkyl, aminocarbonyl-C j -Cg- 
alkyl, aryloxy-Cj-Cg-alkyl, heteroaryloxy-Cj-Cg-alkyl, arylthio-C|-Cg-alkyl, 
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airlsulfonyl-C j -Cfi-alkvU arvlsulfinvl-C ^ -Cg-alkvK heteroarylthio-CpCg-alkyl, 

heteroarylsulfonyl-C ^ -C^-alkvL heteroarylsuIfinvl-C ^ -Cg-alkvl, a s ulfoxide of any 

of s aid thio s ub s titucnt s , a sulfonc of any s aid thio s ub s titucnt s , perfluoro-Cj-Cg- 

alkyl, trifluoromethyl-Cj-C^-alkyl, halo-Cj-Cg-alkyl, alkoxycarbonylamino-Cj-Cg- 

alkyl, and amino-C^-Cg-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of C^-Cg-alkyl, ar- 

Cj-Cg-alkyl, cycloalkyl, and C|-Cg-alkanoyl 5 

R^ 1 and R^ 5 together with the carbon to which they are bonded, form a carbonyl 
group, a 5- to 8-membered carbocyclic ring, or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 

only one ofR 8 and R^ or R^ and R^ ^ is hydroxy; 

-G-A-R-E-Y- is a substituent that [[:]] has a length greater than that of a pentyl group and 
less than that of an icosyl group , and compri s es at lea s t two ring structure s; 
G is aryl or heteroaryl; 
A is selected from the group consisting of: 



(1) 


-0-, 


(2) 


-s-, 


(3) 


-NR 17 -, 


(4) 


-CO-N(R 17 ), 


(5) 


-N(R 17 )-CO-, 


(6) 


-CO-0-, 


(7) 


-0-CO-, 


(8) 


-O-CO-O-, 


(9) 


-HC=CH-, 


(10) 


-NH-CO-NH-, 


(11) 


-OC-, 
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(12) -NH-CO-0-, 

(13) -0-CO-NH-, 

(14) -N=N-, 

(15) -NH-NH-, 

(16) -CS-N(R 18 )-, 

(17) -N(R 18 )-CS-, 

(18) a bond; 



R A 1 is selected from the group consisting of hydrogen, C j-C^alkyl, and phenyl; 

Rl 8 is selected from the group consisting of hydrogen, Cj-C^alkyl, and phenyl; 

R is selected from the group consisting of alkyl, alkoxyalkyl, aryl, heteroaryl, 
cycloalkyl, heterocyclo, aralkyl, heteroaralkyl, heterocycloalkyl, cycloalkylalkyl, 
cycloalkyloxyalkyl, heterocycloalkoxyalkyl, aryloxyalkyl, heteroaryloxyalkyl, arylthioalkyl, 
heteroarylthioalkyl, cycloalkylthioalkyl, and heterocyclothioalkyl, wherein: 

the aryl, heteroaryl, cycloalkyl, or heterocyclo optionally is substituted with up to 
two substituents independently selected from the group consisting of halo, alkyl, 
perfluoroalkyl, perfluoroalkoxy, perfluoroalkylthio, trifluoromethylalkyl, amino, 
alkoxycarbonylalkyl, alkoxy, C]-C2-alkylene-dioxy, hydroxycarbonylalkyl, 

hydroxycarbonylalkylamino, nitro, hydroxy, hydroxyalkyl, alkanoylamino, and 
alkoxy carbonyl; 

E is selected from the group consisting of: 



(1) 


-CO(R 19 )-, 


(2) 


-(R 19 )CO-, 


(3) 


-CONH-, 


(4) 


-HNCO-, 


(5) 


-CO-, 


(6) 


-S0 2 -R 19 -, 


(7) 


-Rl9-S0 2 -, 


(8) 


-so 2 -, 
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(9) -NH-SO2-, 

(10) -S0 2 -NH-,and 

(11) a bond; 

is selected from the group consisting of heterocyclo and cycloalkyl; and 
Y- is selected from the group consisting of hydrido, alkyl, alkoxy, haloalkyl, aryl, aralkyl, 
cycloalkyl, heteroaryl, hydroxy, aryloxy, aralkoxy, heteroaryloxy, heteroaralkyl, 
perfluoroalkoxy, perfluoroalkylthio, trifluoromethylalkyl, alkenyl, heterocyclo, cycloalkyl, 
trifluoromethyl, alkoxycarbonyl, and aminoalkyl, wherein: 

the aryl, heteroaryl, or heterocyclo optionally is substituted with up to two 
substituents independently selected from the group consisting of alkanoyl, halo, nitro, 
aralkyl, aryl, alkoxy, and amino, wherein: 

the amino nitrogen optionally is substituted with up to two substituents 
independently selected from the group consisting of hydrido, alkyl, and aralkyl. 

53. (currently amended) The compound or salt according to claim 52, wherein 
-G-A-R-E-Y- comprises two to four ring structures independently selected from the group 
consisting of cycloalkyl, aryl, heterocyclo, and heteroaryl. 

54. (previously amended) The compound or salt according to claim 52, wherein each 
of the two to four ring structures is 6-membered. 

55. (currently amended) The compound or salt according to claim 52, wherein 
-G-A-R-E-Y- has a length that is greater than that of a hexyl group and less than that of a stearyl 
group. 

56. (original) The compound or salt according to claim 52 wherein A is -O- or -S-. 

57. (previously amended) The compound or salt according to claim 52, wherein R is 
aryl, heteroaryl, cycloalkyl, or heterocyclo. 
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58. (previously amended) The compound or salt according to claim 52, wherein E is 

absent. 

59. (currently amended) The compound or salt according to claim 52, wherein Y- is 
selected from the group consisting of hydrido, alkyl, alkoxy, perfluoroalkoxy, and 
perfluoroalkylthio. 

60. (previously amended) The compound or salt according to claim 52, wherein R 14 is 
hydrido. 

61 . (previously amended) The compound or salt according to claim 52, wherein: 
W is O; and 

R 15 is Ci-C 6 -alkyl, aryl, Ci-C 6 -alkoxy, heteroaryl-Ci-C 6 -alkyl, C 3 -C 8 -cycloalkyl-Ci-C 6 - 
alkyl, or aryloxy. 

62. (currently amended) A compound or a salt thereof, wherein: 
the compound corresponds in structure to formula III: 



X 



(CH 2 )^ Z 
\ 



\ 



Y 



III 




(CH 2 ), 



'n 



z 



\ 



X 



Y 
I 




(CH 2 ) p 



O 



im 
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R is phenyl a single ringed aryl or 5- or 6-membered heteroaryl group that i s 5 - or 6 - 
membercd, and wherein, the phenyl or heteroaryl is itself substituted at its own 4-position 
when a 6-membered ring or at its own 3- or 4-position when a 5-membered ring with a 
substituent selected from the group consisting of thiophenoxy, 4-chloro-phenoxy, 3- 
chlorophenoxy, 4-methoxyphenoxy, 3-benzodioxol-5-yloxy, 3,4-dimethylphenoxy, 4- 
fluorophenoxy, 4-fluorothiophenoxy, phenoxy, 4-trifluoromethoxyphenoxy, 4- 
trifluoromethylphenoxy, 4-(trifluoromethylthio)phenoxy, 4-(trifluoromethylthio)thiophenoxy, 4- 
chloro-3-fluorophenoxy, 4-isopropoxyphenoxy 5 4-isopropylphenoxy, (2 -methyl- 1,3- 
benzothiazol-5-yl)oxy, 4-(lH-imidazol-l-yl)phenoxy, 4-chloro-3-methylphenoxy, 3-methyl- 
phenoxy, 4-ethoxyphenoxy, 3,4-difluorophenoxy, 4-chloro-3-methylphenoxy, 4-fluoro-3- 
chlorophenoxy, 4-(lH-l,2,4-triazol-l-yl)phenoxy, 3,5-difluorophenoxy, 3,4-dichlorophenoxy, 4- 
cyclopentylphenoxy, 4-bromo-3-methylphenoxy, 4-bromophenoxy, 4-methylthiophenoxy, 4- 
phenylphenoxy, 4-benzylphenoxy, 6-quinolinyloxy, 4-amino-3-methylphenoxy, 3- 
methoxyphenoxy, 5,6,7,8-tetrahydro-2-naphthalenyloxy, 3-hydroxymethylphenoxy, and 4- 
benzyloxyphenoxy; 

is hydrido, a pharmaceutically acceptable cation, or C(W)R^; 
W is O or S; 

R^ is selected from the group consisting of Cj-C5-alkyl 5 aryl, Cj-Cg-alkoxy, 
heteroaryl-Cj-C^-alkyl, C3-Cg-cycloalkyl-C|-Cg-alkyl, aryloxy, ar-Cj-Cg-alkoxy, ar-Cj-Cg- 
alkyl, heteroaryl, and amino-C j-Cg-alkyl, wherein the amino-Cj-C^-alkyl nitrogen optionally is 
substituted with: 

up to two substituents independently selected from the group consisting of Cj- 
C 6 -alkyl, aryl, ar-Cj-Cg-alkyl, C 3 -Cg-cycloalkyl-C r C 6 -alkyl, ar-C r C 6 - 
alkoxycarbonyl, Cj-Cg-alkoxycarbonyl, and Cj-Cg-alkanoyl, or 

two substituents such that the two substituents, together with the amino-Cj-Cg- 

alkyl nitrogen, form a 5- to 8-membered heterocyclo or heteroaryl ring; 
m is zero, 1, or 2; 
n is zero, 1, or 2; 
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p is zero, 1, or 2; 

the sum of m + n + p = 2; 

one of X, Y, and Z is O, and the remaining two of X, Y, and Z are CR 8 R 9 and CR 10 R ! 1 ; 
as to R 8 : 

R 8 is selected from the group consisting of hydrido, hydroxy, Cj-C^-alkyl, Cp 

Cg-alkanoyl, aroyl, aryl, ar-Cj-C^-alkyl, heteroaryl, heteroar-C^-Cg-alkyl, C2-C5- 

alkynyl, C 2 -C 6 -alkenyl, thiol-Cj-Cg-alkyl, CpCg-alkylthio-C^Cg-alkyl, C lz C 6z 

alkvlsuIfonvl-CpCg-alkvL C i -C^-alkvlsttlfinyl-C ^ -Cg-alkvh cycloalkyl, cycloalkyl- 

Cj-Cg-alkyl, heterocyclo-Ci-Cg-alkyl, Cj-Cg-alkoxy-Cj-Cg-alkyl, aralkoxy-C^Cg- 

alkyl, C 1 -C^-alkoxy-C j -Cg-alkoxy-C j -C5-alkyl, hydroxy-C 1 -C5-alkyl, 

hydroxycarbonyl-C j -Cg-alkyl, hydroxycarbonylar-C ^ -Cg-alkyl, aminocarbonyl-C ] -C5- 

alkyl, aryloxy-Ci-Cg-alkyl, heteroaryloxy-Cj-C^-alkyl, arylthio-Cj-C^-alkyl, 

arvlsuIfonvl-CpC^-alkvl, arylsulfinyl-C ^ -Cg-alkvK heteroarylthio-Cj -Cg-alkyl, 

heteroarylsulfonvl-C x -Cg-alkyl, heteroarvlsulfinyl-C ^ -C^-alkvK a s ulfoxide of any 

of s aid thio s ub s titucnts, a s ulfonc of any said thio sub s titucnts, perfluoro-CpCg- 

alkyl, trifluoromethyl-CpCg-alkyl, halo-Cj-Cg-alkyl, alkoxycarbonylamino-CpCg- 

alkyl, and amino-Cj-Cg-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of Cj-Cg-alkyl, ar- 

C^-Cg-alkyl, cycloalkyl, and Cj-Cg-alkanoyl, 

R 8 and R 9 , together with the carbon to which they are bonded, form a carbonyl 
group, or 

R 8 and R 9 or R 8 and R 10 , together with the atom(s) to which they are bonded, 
form a 5- to 8-membered carbocyclic ring or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 
as to R 9 : 
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is selected from the group consisting of hydrido, hydroxy, C^Cg-alkyl, Cj- 

Cg-alkanoyl, aroyl, aryl, ar-Cj-Cg-alkyl, heteroaryl, heteroar-CpCg-alkyl, C2-C5- 

alkynyl, C 2 -C 6 -alkenyl, thiol-C^-Cg-alkyl, C 1 -C 6 -alkylthio-C 1 -C 6 -alkyl ? C l £ 6z 

alkylsulfonyl-C j -Cfi-alkyl, C i -Cfi-alkylsulfinyl-C j -Cft-alkyl, cycloalkyl, cycloalkyl- 

C^-Cg-alkyl, heterocyclo-Ci-Cg-alkyl, C^-Cg-alkoxy-Cj-Cg-alkyl, aralkoxy-Cj-Cg- 

alky 1, C 1 -Cg-alkoxy-C j -C5-alkoxy-C j -Cg-alkyl, hydroxy-C j -Cg-alkyl, 

hydroxycarbony 1-C j -Cg-alkyl, hydroxycarbony lar-C j -Cg-alkyl, aminocarbonyl-C j -Cg- 

alkyl, aryloxy-Cj-C5-alkyl, heteroaryloxy-Cj-Cg-alkyl, aiylthio-Cj-Cg-alkyl, 

arylsulfonvl-C ^ -Cg-alkvl, arylsuIfinvl-C ^ -C^-alkyl, heteroarylthio-C j -C^-alkyl, 

heteroarylsulfonvl-C ^ -Cg-alkyl, heteroarylsulfinyl-C ^ -Cg-alkvK a sulfoxide of any 

of s aid thio s ubstitucnts, a s ulfone of any said thio s ub s titucnt s , perfluoro-C j -Cg- 

alkyl, trifluoromethyl-Cj-Cg-alkyl, halo-C]-Cg-alkyl, alkoxycarbonylamino-C|-Cg- 

alkyl, and amino-CpCg-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of Cj-Cg-alkyl ? ar- 

C^-Cg-alkyl, cycloalkyl, and Cj-Cg-alkanoyl, 

R 9 and R 8 , together with the carbon to which they are bonded, form a carbonyl 
group, a 5- to 8-membered carbocyclic ring, or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 
as to R 10 : 

R^ is selected from the group consisting of hydrido, hydroxy, C^-Cg-alkyl, C\- 
Cg-alkanoyl, aroyl, aryl, ar-Cj-Cg-alkyl, heteroaryl, heteroar-CpCg-alkyl, C2-C5- 
alkynyl, C 2 -C 6 -alkenyl, thiol-C r C 6 -alkyl, C^Cg-alkylthio-Cj-Cg-alkyl, C 1 ^ 6l 
alkylsulfonvl-C ^ -C^-alkvh C ^ -Cg-alkylsulfinyi-C ^ -C^-alkvK cycloalkyl, cycloalkyl- 
Cj-Cg-alkyl, heterocyclo-Cj-Cg-alkyl, Ci-Cg-alkoxy-C^-Cg-alkyl, aralkoxy-Ci-Cg- 
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alkyl, C i -Cg-alkoxy-C j -C^-alkoxy-C ^ -Cg-alkyl, hydroxy-C i -Cg-alkyl, 

hydroxycarbonyl-C | -Cg-alkyl, hydroxycarbonylar-C j -Cg-alkyl, aminocarbonyl-C | -Cg- 

alkyl, aryloxy-Cj-Cg-alkyl, heteroaryloxy-Cj-Cg-alkyl, arylthio-Cj-C^-alkyl, 

airlsulfonyl-C j -C^-alkyl, arylsulfinyl-C ^ -C^-alkvK heteroarylthio-C j -C^-alkyl, 

heteroarylsulfonyl-C^Cfi-alkyl, heteroarylsulfinyl-C ^ -Cg-alkvL a s ulfoxide of any 

of said thio s ubstituents, a s ulfonc of any s aid thio substituents, perfluoro-C ] -Cg- 

alkyl, trifluoromethyl-Cj-Cg-alkyl 5 halo-Cj-Cg-alkyl, alkoxycarbonylamino-Cj-Cg- 

alkyl, and amino-Cj-C^-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of Cj-Cg-alkyl, ar- 

Cj-Cg-alkyl, cycloalkyl, and Cj-Cg-alkanoyl, 

and R^ 1, together with the carbon to which they are bonded, form a carbonyl 

group, or 

RlO and R^ or R^ and R^, together with the atom(s) to which they are bonded, 
form a 5- to 8-membered carbocyclic ring or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 
as to R u : 

R* * is selected from the group consisting of hydrido, hydroxy, Cj-Cg-alkyl, Cj- 
Cg-alkanoyl, aroyl, aryl, ar-C^-Cg-alkyl, heteroaryl, heteroar-C^-Cg-alkyl, C2-C5- 
alkynyl, C 2 -C 6 -alkenyl, thiol-C 1 -C 6 -alkyl, Cj-Cg-alkylthio-Cj-Cg-alkyl, Cj^C^ 
alkvlsulfonyl-C ^ -C^-alkyU C ^ -Cg-alkylsulfinyl-C ^ -C^-alkyl, cycloalkyl, cycloalkyl- 
Cj-Cg-alkyl, heterocyclo-Cj-Cg-alkyl, Ci-Cg-alkoxy-Cj-Cg-alkyl, aralkoxy-Ci-Cg- 
alkyl, C 1 -C 6 -alkoxy-C 1 -C 6 -alkoxy-C 1 -C 6 -alkyl, hydroxy-C j -C 6 -alkyl, 
hydroxycarbonyl-C \ -Cg-alkyl, hydroxycarbonylar-C j -C^-alkyl, aminocarbonyl-C j -C5- 
alkyl, aryloxy-Cj-Cg-alkyl, heteroaryloxy-Cj-C^-alkyl, arylthio-Cj-Cg-alkyl, 
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arylsulfonvl-C ^ -Cg-alkvK arylsulfinyl-C ^ -C^-alkvK heteroarylthio-C \ -Cg-alkyl, 

heteroarylsulfonvl-C ^ -Cg-alkvK heteroarvlsulfinvl-C ^ -C^-alkyl, a s ulfoxide of any 

of s aid thio s ubstitucnts, a s ulfonc of any said thio s ub s titucnts, perfluoro-C|-Cg- 

alkyl, trifluoromethyl-Cj-Cg-alkyl, halo-Cj-Cg-alkyl, alkoxycarbonylamino-Ci-Cg- 

alkyl, and amino-Cj-C^-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of C^-Cg-alkyl 5 ar- 

Cj-Cg-alkyl, cycloalkyl, and Cj-C^-alkanoyl, 

R^ ^ and R^ ? together with the carbon to which they are bonded, form a carbonyl 
group, a 5- to 8-membered carbocyclic ring, or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; and 

only one ofR 8 andR 9 orR 10 andR n is hydroxy. 

63. (previously amended) The compound or salt according to claim 62, wherein the 
compound corresponds in structure to the following formula: 



64. (previously amended) The compound or salt according to claim 63, wherein the 
salt is a pharmaceutically acceptable salt. 

65. (previously amended) The compound or salt according to claim 62, wherein the 
salt is a pharmaceutically acceptable salt. 



.0 
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Claim 66 (canceled). 

67. (previously amended) The compound or salt according to claim 62, wherein R 14 is 
hydrido. 

68. (previously amended) The compound or salt according to claim 62, wherein: 
W is O; and 

R 15 is C r C 6 -alkyl, aryl, Ci-C 6 -alkoxy, heteroaryl-Ci-C 6 -alkyl, C 3 -C 8 -cycloalkyl-Ci-C 6 - 
alkyl, or aryloxy. 

69. (currently amended) A compound or a salt thereof, wherein: 
the compound corresponds in structure to the following formula: 



R 3 is phenyl 5 - to 6-mcmbcrcd aryl or 5- to 6-membered heteroaryl group, wherein: 
the phenyl [[aryl]] or heteroaryl is substituted at its own 4-position when a 6- 
membered ring or at its own 3- or 4-position when a 5-membered ring with a substituent 
selected from the group consisting of s ingle ringed aryl phenyl , single-ringed heteroaryl 
N-piperidyl, N-piperazinyl, phenoxy, thiophenoxy, 4-thiopyridyl, phenylazo, and 
benzamido. 

70. (previously amended) The compound or salt according to claim 69, wherein R 3 has 
a length that is greater than that of an octyl group and less than that of a stearyl group. 



.0 




; and 
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71 . (previously amended) The compound or salt according to claim 69, wherein the 
salt is a pharmaceutical^ acceptable salt. 

Claims 72-81 (canceled). 

82. (currently amended) A compound or a salt thereof, wherein: 
the compound corresponds in structure to the following formula: 



R is selected from the group consisting of s ingle - ringed aryl phenyl single-ringed 
heteroaryl, piperidyl, piperazinyl, phenoxy, thiophenoxy, phenylazo, and benzamido. 

83. (currently amended) A compound or a salt thereof, wherein: 
the compound corresponds in structure to the following formula: 



R is phenyl substituted at its 4-position by R ; and 

R is selected from the group consisting of s ingle ringed aryl phenyl , single-ringed 
heteroaryl, piperidyl, piperazinyl, phenoxy, thiophenoxy, phenylazo, and benzamido, wherein 
any such group is: 




R is phenyl substituted at its 4-position by R , and 




O 



substituted with a substituent selected from the group consisting of halogen, Ci- 
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C 4 -alkoxy, Ci-C 4 -alkyl, dimethylamino, carboxyl-Ci-C3-alkylene, Ci-C 4 -alkoxy carbonyl 
CrC3-alkylene, trifluoromethylthio, trifluoromethoxy, trifluoromethyl, and carboxamido- 
Ci-C3-alkylene 5 or 

substituted at the meta- and para-positions by a methylenedioxy group. 

23 

84. (currently amended) The compound or salt according to claim 83, wherein the R 
s ingle ringed aryl phenyl single-ringed heteroaryl, piperidyl, piperazinyl, phenoxy, 
thiophenoxy, phenylazo, or benzamido is substituted at the para-position. 

23 * 

85. (previously amended) The compound or salt according to claim 84 wherein R is 
phenoxy that is: 

substituted with a substituent selected from the group consisting of halogen, Ci- 
C 4 -alkoxy, Ci-C 4 -alkyl, dimethylamino, carboxyl-Ci-C 3 -alkylene, C r C 4 -alkoxy carbonyl 
Ci-C3-alkylene, trifluoromethylthio, trifluoromethoxy, trifluoromethyl, and carboxamido- 
Ci-C3-alkylene, or 

substituted at the meta- and para-positions by a methylenedioxy group. 



Claim 86 (canceled). 



87. (previously amended) A compound or a salt thereof, wherein: 
the compound corresponds in structure to the following formula V: 



HO HN 




W and Q are independently oxygen (O), NR 6 , or sulfur (S); 

R 6 is selected from the group consisting of C 3 -C 6 -cycloalkyl, Ci-C 6 -alkyl, C 3 -C 6 -alkenyl, 
C 3 -C 6 -alkynyl, Ci-C 6 -alkoxy-Ci-C 6 -alkyl, amino-CrC 6 -alkyl, aminosulfonyl, heteroaryl-Ci-C 6 - 
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alkyl, aryloxycarbonyl, and Ci-C6-alkoxycarbonyl; and 

q is zero or one such that when q is zero, Q is absent and the trifluoromethyl group is 
bonded directly to the depicted phenyl ring. 

88. (previously amended) The compound or salt according to claim 87, wherein q is 

zero. 

89. (previously amended) The compound or salt according to claim 87, wherein W is 

O. 

90. (previously amended) The compound or salt according to claim 89, wherein q is 

zero. 

91. (previously amended) The compound or salt according to claim 89, wherein q is 
one and Q is O. 

92. (previously amended) The compound or salt according to claim 89, wherein q is 
one and Q is S. 

93. (previously amended) The compound or salt according to claim 87, wherein said 
compound corresponds in structure to the formula: 
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94. (previously amended) The compound or salt according to claim 87, wherein said 
compound corresponds in structure to the formula: 




Claims 95-127 (canceled). 

128. (previously amended) A pharmaceutical composition, wherein the composition 
comprises a compound or pharmaceutically-acceptable salt according to claim 149 dissolved or 
dispersed in a pharmaceutically acceptable carrier. 

129. (previously amended) A pharmaceutical composition, wherein the composition 
comprises a compound or pharmaceutically-acceptable salt according to claim 65 dissolved or 
dispersed in a pharmaceutically acceptable carrier. 

130. (previously amended) A pharmaceutical composition, wherein the composition 
comprises a compound or pharmaceutically-acceptable salt according to claim 71 dissolved or 
dispersed in a pharmaceutically acceptable carrier. 

131. (previously amended) A pharmaceutical composition, wherein the composition 
comprises a compound or pharmaceutically-acceptable salt according to claim 152 dissolved or 
dispersed in a pharmaceutically acceptable carrier. 

Claims 132-146 (canceled). 
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147. (currently amended) The process according to claim 7, wherein the compound 
corresponds in structure to the formula below: 




O 



148. (currently amended) The compound or salt according to claim 52, wherein the 
compound corresponds in structure to the formula below: 




O 
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149. (previously added) The compound or salt according to claim 52, wherein the salt 
is a pharmaceutically acceptable salt. 

150. (previously added) The compound or salt according to claim 82, wherein the salt 
is a pharmaceutically acceptable salt. 

151. (previously added) The compound or salt according to claim 83, wherein the salt 
is a pharmaceutically acceptable salt. 

152. (previously added) The compound or salt according to claim 87, wherein the salt 
is a pharmaceutically acceptable salt. 

153. (previously added) The compound or salt according to claim 93, wherein the salt 
is a pharmaceutically acceptable salt. 

154. (previously added) A pharmaceutical composition, wherein the composition 
comprises a compound or pharmaceutically-acceptable salt according to claim 53 dissolved or 
dispersed in a pharmaceutically acceptable carrier. 

155. (previously added) The compound or salt according to claim 94, wherein the salt 
is a pharmaceutically acceptable salt. 

156. (previously added) A pharmaceutical composition, wherein the composition 
comprises a compound or pharmaceutically-acceptable salt according to claim 155 dissolved or 
dispersed in a pharmaceutically acceptable carrier. 
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157. (currently amended) A process according to claim 20, wherein the compound 
corresponds in structure to the formula below: 





158. (currently amended) A compound or a salt thereof, wherein: 
the compound corresponds in structure to formula III: 

(CH 2 )-Z s 
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Rl4 is hydrido, a pharmaceutical^ acceptable cation, or C(W)R^; 
W is 0 or S; 

R 15 is selected from the group consisting of C^-Cg-alky!, aryl, C^-Cg-alkoxy, 
heteroaryl-CpCg-alkyl, C3-Cg-cycloalkyl-CpC6-alkyl, aryloxy, ar-Cj-Cg-alkoxy, ar-Cj-Cg- 
alkyl, heteroaryl, and amino-Ci-Cg-alkyl, wherein the amino-Ci-Cg-alkyl nitrogen optionally is 
substituted with: 

up to two substituents independently selected from the group consisting of Cj- 
C 6 -alkyl, aryl, ar-C r C 6 -alkyl, C 3 -C 8 -cycloalkyl-C 1 -C 6 -alkyl, ar-C r C 6 - 
alkoxycarbonyl, CpCg-alkoxycarbonyl, and Cj-C^-alkanoyl, or 

two substituents such that the two substituents, together with the amino-Cj-Cg- 

alkyl nitrogen, form a 5- to 8-membered heterocyclo or heteroaryl ring; 

m is zero, 1, or 2; 

n is zero, 1, or 2; 

p is zero, 1, or 2; 

the sum of m + n + p = 2; 

one of X, Y, and Z is O, and the remaining two of X, Y, and Z are CR 8 R 9 and CR^R 1 1 
as to R 8 : 

R 8 is selected from the group consisting of hydrido, hydroxy, C^-Cg-alkyl, C\- 
C 6 -alkanoyl, aroyl, aryl, ar-CpCg-alkyl, heteroaryl, heteroar-Cj-Cg-alkyl, C2-C 6 - 
alkynyl, C 2 -C 6 -alkenyl, thiol-C r C 6 -alkyl, C 1 -C 6 -alkylthio-C 1 -C 6 -alkyl, 
alkvlsuIfonvl-C x-C g-alkvl C x-C g-alkvlsulfinvl-C^ -C ^-alkyl, cycloalkyl, cycloalkyl- 
Cj-Cg-alkyl, heterocyclo-Cj-Cg-alkyl, C^Cg-alkoxy-C^Cg-alkyl, aralkoxy-C^Cg- 
alkyl, C i -C 6 -alkoxy-C j -C 6 -alkoxy-C ^ -C 6 -alkyl, hydroxy-C ^ -C 6 -alkyl, 
hydroxycarbonyl-C j -Cg-alkyl, hydroxycarbonylar-C j -Cg-alkyl, aminocarbonyl-C j -Cg- 
alkyl, aryloxy-Cj-Cg-alkyl, heteroaryloxy-Cj-Cg-alkyl, arylthio-Ci -Cg-alkyl, 
arvlsulfonvI-C 1 -C 6 -alkvL arvlsulfinvl-C 1 -Cg-alkvl heteroarylthio-C i -Cg-alkyl, 
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heteroarvlsulfonvl-C ^ -Cg-alkyl, heteroarvlsulfinyl-C ^ -Cg-alkvU a sulfoxide of any 

of s aid thio substitucnt s , a s ulfonc of any s aid thio s ubstitucnts, perfluoro-C \ -Cg- 

alkyl, trifluoromethyl-Cj-Cg-alkyl, halo-Cj-C^-alkyl, alkoxycarbonylamino-Ci-Cg- 

alkyl, and amino-Cj-Cg-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of Cj-Cg-alkyl, ar- 

Cj-Cg-alkyl, cycloalkyl, and Cj-Cg-alkanoyl, 

R 8 and R 9 , together with the carbon to which they are bonded, form a carbonyl 
group, or 

R 8 and R 9 or R 8 and R^, together with the atom(s) to which they are bonded, 
form a 5- to 8-membered carbocyclic ring or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 
as to R 9 : 

R 9 is selected from the group consisting of hydrido, hydroxy, Cj-Cg-alkyl, Cj- 
Cg-alkanoyl, aroyl, aryl, ar-Cj-Cg-alkyl, heteroaryl, heteroar-Cj-Cg-alkyl, C2-C5- 
alkynyl, C 2 -C 6 -alkenyl, thiol-C^Cg-alkyl, C 1 -C 6 -alkylthio-C 1 -C 6 -alkyl, C lz C 6l 
alkylsulfonyl-C j -Cg-alkyl, C ^ -C^-alkvlsulfinyl-C ^ -Cg-alkvl, cycloalkyl, cycloalkyl- 
Cj-Cg-alkyl, heterocyclo-C^-Cg-alkyl, Cj-Cg-alkoxy-Cj-C^-alkyl, aralkoxy-Cj-Cg- 
alkyl, C 1 -Cg-alkoxy-C j -Cg-alkoxy-C ^ -Cg-alkyl, hydroxy-C j -Cg-alkyl, 
hydroxycarbonyl-C | -Cg-alkyl, hydroxycarbonylar-C 1 -Cg-alkyl, aminocarbony 1-C \ -Cg- 
alkyl, aryloxy-C^-Cg-alkyl, heteroaryloxy-C|-Cg-alkyl, arylthio-Cj-Cg-alkyl, 
arylsulfonyl-C ^ -C^-alkyl, arylsulfinyl-C ^ -Cg-alkvK heteroarylthio-C j -Cg-alkyl, 
heteroairlsulfonyl-C j -Cfi-alkvl, heteroarylsulfinyl-C ^ -Cg-alkyK a s ulfoxide of any 
of s aid thio s ubstituent s , a sulfonc of any s aid thio s ubstitucnts, perfluoro-C j-Cg- 
alkyl, trifluoromethyl-Cj-Cg-alkyl, halo-Cj-Cg-alkyl, alkoxycarbonylamino-Ci-Cg- 
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alkyl, and amino-Cj-Cg-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of Cj-Cg-alkyl, ar- 

CpCg-alkyl, cycloalkyl, and Cj-Cg-alkanoyl, 

and R^ 5 together with the carbon to which they are bonded, form a carbonyl 
group, a 5- to 8-membered carbocyclic ring, or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 
as to R 10 : 

RlO is selected from the group consisting of hydrido, hydroxy, Cj-Cg-alkyl, Cj- 

Cg-alkanoyl, aroyl, aryl, ar-C j-Cg-alkyl, heteroaryl, heteroar-Cj-Cg-alkyl, C2-C5- 

alkynyl, C 2 -C 6 -alkenyl, thiol-C r C 6 -alkyl, C r C 6 -alkylthio-C r C 6 -alkyl, Cj^C^ 

alkylsulfonyl-C j -Cfi-alkyl, C ^ -Cg-alkvlsulfinyl-C ^ -C^-alkvU cycloalkyl, cycloalkyl- 

Cj-Cg-alkyl, heterocyclo-Cj-Cg-alkyl, C^-Cg-alkoxy-Cj-Cg-alkyl, aralkoxy-Ci^- 

alky 1, C J -Cg-alkoxy-C j -C5-alkoxy-C j -Cg-alkyl, hydroxy-C j -Cg-alkyl , 

hydroxycarbonyl-C j -Cg-alkyl, hydroxycarbonylar-C j -Cg-alkyl, aminocarbony 1-C j -Cg- 

alkyl, aryloxy-Cj-Cg-alkyl, heteroaryloxy-Cj-Cg-alkyl, arylthio-Ci-Cg-alkyl, 

arvlsulfonyl-C | -C^-alkvK arylsulfinyl-C ^-Cg -alkvU heteroarylthio-C j -Cg-alkyl, 

heteroarvlsulfonyl-C ^ -C^-alkvK heteroarvlsulfinyl-C ^ -C^-alkvU a sulfoxide of any 

of s aid thio s ub s tituents, a sulfonc of any said thio s ubstituent s , perfluoro-C | -C5- 

alkyl, trifluoromethyl-Ci-Cg-alkyl, halo-Cj-C^-alkyl, alkoxycarbonylamino-CpCg- 

alkyl, and amino-C|-Cg-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of C^-Cg-alkyl, ar- 

C^-Cg-alkyl, cycloalkyl, and Cj-C^-alkanoyl, 

and R^, together with the carbon to which they are bonded, form a carbonyl 
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group, or 

R 10 andR 8 or and R^, together with the atom(s) to which they are bonded, 
form a 5- to 8-membered carbocyclic ring or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 
as to R 11 : 

Rl 1 is selected from the group consisting of hydrido, hydroxy, Cj-Cg-alkyl, Cj- 
C5-alkanoyl, aroyl, aryl, ar-Cj-Cg-alkyl, heteroaryl, heteroar-Cj-Cg-alkyl, C2-C5- 
alkynyl, C 2 -C 6 -alkenyl, thiol-C r C 6 -alkyl, C 1 -C 6 -alkylthio-C 1 -C 6 -alkyl, C^Cg 
alkvlsulfonvl-C ^ -C^-alkvK C j -Cfi-alkylsulfinyl^-Cfi-alkvh cycloalkyl, cycloalkyl- 
Cj-C^-alkyl, heterocyclo-CpCg-alkyl, Ci^-alkoxy-Ci-Cg-alkyl, aralkoxy-Cj-Cg- 
alkyl, C 1 -C 6 -alkoxy-C j -C 6 -alkoxy-C j ^-alkyl, hydroxy-C 1 -C 6 -alkyl, 
hydroxycarbonyl-C j -C^-alkyl, hydroxycarbonylar-C 1 -C^-alkyl, aminocarbonyl-C j -Cg- 
alkyl, aryloxy-Cj-Cg-alkyl, heteroaryloxy-C^Cg-alkyl, arylthio-Cj-Cg-alkyl, 
arvlsulfonyl-C 1 -C 6 -alkvh airlsulfinvl-C j -Cfi-alkyl, heteroarylthio-C j -C 6 -alkyl, 
heteroarylsulfonyl-C ^ -Cg-alkvU heteroarvlsulfinvl-C ^ -C^-alkvl, a sulfoxide of any 
of s aid thio sub s titucnt s , a s ulfonc of any said thio s ubstitucnts, perfluoro-C \ -Ch- 
alky 1, trifluoromethyl-Ci^-alkyl, halo-Cj-Cg-alkyl, alkoxycarbonylamino-CpCg- 
alkyl, and amino-Cj-Cg-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of C j-Cg-alkyl, ar- 

Cj-Cg-alkyl, cycloalkyl, and Cj-Cg-alkanoyl, 

R 1 1 and R 10 , together with the carbon to which they are bonded, form a carbonyl 
group, a 5- to 8-membered carbocyclic ring, or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 

only one of R^ and R^ or R^ and R^ ^ is hydroxy; and 
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R 3 is substituted aryl or substituted heteroaryl, wherein: 

the substituent on the aryl or heteroaryl is selected from the group consisting of 
optionally substituted cycloalkyl, heterocyclo, aryl, heteroaryl, aralkyl, heteroaralkyl, 
aralkoxy, heteroaralkoxy, aralkoxyalkyl, aryloxyalkyl, aralkanoylalkyl, 
arylcarbonylalkyl, aralkylaryl, aryloxyalkylaryl, aralkoxyaryl, arylazoaryl, 
arylhydrazinoaryl, alkylthioaryl, alkylsulfonylaryh alkylsulfinylarvL arylthioalkyl, 
arylsulfonvlalkvL arylsulfinylalkyl, alkylthioaralkyl, alkylsulfonylaralkyk 
alkylsulfinylaralkvK aralkylthioalkyl, aralkylsulfonylalkyl, aralky lsulfiny lalky k 
aralkylthioaryl, aralkylsulfonylaryl, aralkylsulfinylaryl, a s ulfoxide of any of the thio 
sub s titucnts, a s ulfonc of any of the thio s ub s titucnt s , and a fused ring structure 
comprising at least two 5- to 6-membered rings independently selected from the group 
consisting of aryl, heteroaryl, cycloalkyl, and heterocyclo, wherein: 

each optional substituent of any such group is independently selected from 
the group consisting of cyano, perfluoroalkyl, trifluoromethoxy, 
trifluoromethylthio, haloalkyl, trifluoromethylalkyl, aralkoxy carbonyl, 
aryloxycarbonyl, hydroxy, halo, alkyl, alkoxy, nitro, thiol, hydroxycarbonyl, 
aryloxy, arylthio, aralkyl, aryl, arylcarbonylamino, heteroaryloxy, heteroarylthio, 
heteroaralkyl, cycloalkyl, heterocyclooxy, heterocyclothio, heterocycloamino, 
cycloalkyloxy, cycloalkylthio, heteroaralkoxy, heteroaralkylthio, aralkoxy, 
aralkylthio, aralkylamino, heterocyclo, heteroaryl, arylazo, 
hydroxycarbonylalkoxy, alkoxycarbonylalkoxy, alkanoyl, arylcarbonyl, 
aralkanoyl, alkanoyloxy, aralkanoyloxy, hydroxyalkyl, hydroxyalkoxy, alkylthio, 
alkoxyalkylthio, alkoxycarbonyl, aryloxy alkoxy aryl, arylthioalkylthioaryl, 
aryloxyalkylthioaryl, arylthioalkoxyaryl, hydroxycarbonylalkoxy, 
hydroxycarbonylalkylthio, alkoxycarbonylalkoxy, alkoxycarbonylalkylthio, 
amino, carbonylamino, and aminoalkyl, wherein: 

the amino nitrogen optionally is substituted with: 

up to two substituents independently selected from the 
group consisting of alkyl, aryl, heteroaryl, aralkyl, cycloalkyl, 
aralkoxycarbonyl, alkoxycarbonyl, arylcarbonyl, aralkanoyl, 
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heteroarylcarbonyl, heteroaralkanoyl, and alkanoyl, or 

two substituents such that the two substituents, together 

with the amino nitrogen, form a 5- to 8-membered heterocyclo or 

heteroaryl ring that optionally: 

comprises up to two additional heteroatoms 
independently selected from the group consisting of 
nitrogen, oxygen and sulfur, and 

is substituted with up to two substituents 
independently selected from the group consisting of aryl, 
alkyl, heteroaryl, aralkyl, heteroaralkyl, hydroxy, alkoxy, 
alkanoyl, cycloalkyl, heterocyclo, alkoxy carbonyl, 
hydroxyalkyl, trifluoromethyl, benzofused heterocyclo, 
hydroxyalkoxyalkyl, aralkoxycarbonyl, hydroxycarbonyl, 
aryloxycarbonyl, benzofused heterocycloalkoxy, 
benzofused cycloalkylcarbonyl, heterocyclo-alkylcarbonyl, 
and cycloalkylcarbonyl, 

the carbonylamino nitrogen optionally is: 
the reacted amine of an amino acid, 
substituted with up to two substituents independently 

selected from the group consisting of alkyl, hydroxyalkyl, 

hydroxyheteroaralkyl, cycloalkyl, aralkyl, trifluoromethylalkyl, 

heterocyclo, benzofused heterocyclo, benzofused cycloalkyl, and 

N,N-dialkylsubstituted alkylamino-alkyl, or 

substituted with two substituents such that the two 

substituents, together with the carbonylamino nitrogen, form a 5- 

to 8-membered heterocyclo, heteroaryl, or benzofused heterocyclo, 

wherein: 

the heterocyclo, heteroaryl, or benzofused 
heterocyclo optionally is substituted with up to two 
substituents independently selected from the group 
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consisting of alkyl, alkoxycarbonyl, nitro, heterocyclo, 
hydroxy, hydroxycarbonyl, aryl, aralkyl, heteroaralkyl, and 
amino, wherein the amino nitrogen optionally is substituted 
with: 

up to two substituents independently 
selected from the group consisting of alkyl, aryl, 
and heteroaryl, or 

two substituents such that the two 
substituents, together with the amino nitrogen, form 
a 5- to 8-membered heterocyclo or heteroaryl ring; 
the aminoalkyl nitrogen optionally is substituted with: 

up to two substituents independently selected from the 
group consisting of alkyl, aryl, aralkyl, cycloalkyl, 
aralkoxycarbonyl, alkoxycarbonyl, and alkanoyl, or 

two substituents such that the two substituents, together 
with the aminoalkyl nitrogen, form a 5- to 8 membered heterocyclo 
or heteroaryl ring. 

159. (currently amended) A compound or salt according to claim 158, wherein the 
compound corresponds in structure to the formula below: 




0 



Page 60 of 87 



Amendment D (After Final Rejection) 
Appl.No. 09/311,837 
May 20, 2004 



160. (previously added) The compound or salt according to claim 158, wherein the salt 
is a pharmaceutically acceptable salt. 

161. (previously added) A pharmaceutical composition, wherein the composition 
comprises a compound or pharmaceutically acceptable salt according to claim 160 dissolved or 
dispersed in a pharmaceutically acceptable carrier. 



162. (new) A compound or a salt thereof, wherein: 
the compound corresponds in structure to formula II: 

— Z 




R 14 0 HN 



O II; 

Rl4 is hydrido, a pharmaceutically acceptable cation, or C(W)R^; 
W is O or S; 

R^ is selected from the group consisting of C j-C^-alkyl, aryl, Cj-C^-alkoxy, 
heteroaryl-Cj-Cg-alkyl, C3-Cg-cycloalkyl-Ci-C6-alkyl, aryloxy, ar-Cj-Cg-alkoxy, ar-Cj -Ch- 
alky 1, heteroaryl, and amino-Cj-Cg-alkyl, wherein the aminoalkyl nitrogen optionally is 
substituted with: 

up to two substituents independently selected from the group consisting of Cj- 

C 6 -alkyl, aryl, ar-C r C 6 -alkyl, C 3 -Cg-cycloalkyl-C 1 -C 6 -alkyl, ar-C r C 6 - 

alkoxycarbonyl, Cj-Cg-alkoxycarbonyl, and Cj-C^-alkanoyl, or 

two substituents such that the two substituents, together with the amino-Ci-C6- 
alkyl nitrogen, form a 5- to 8-membered heterocyclo or heteroaryl ring; 
m is zero, 1, or 2; 
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n is zero, 1, or 2; 
pis zero, 1, or 2; 
the sum of m + n + p = 2; 

one of X, Y, and Z is O, and the remaining two of X, Y, and Z are CR 8 R 9 and CR^R 1 1 ; 
as to R 8 : 

R 8 is selected from the group consisting of hydrido, hydroxy, Cj-Cg-alkyl, C\- 

C^-alkanoyl, aroyl, aryl, ar-Cj-Cg-alkyl, heteroaryl, heteroar-Cj-Cg-alkyl, C2-C5- 

alkynyl, C 2 -C 6 -alkenyl, thiol-C r C 6 -alkyl, C 1 -C 6 -alkylthio-C 1 -C 6 -alkyl, C r C 6 - 

alkylsulfonyl-C^-Cg-alkyl, Cj-Cg-alkylsulfinyl-Ci-Cg-alkyl, cycloalkyl, cycloalkyl-Cj- 

Cg-alkyl, heterocyclo-Ci-Cg-alkyl, Ci-Cg-alkoxy-Cj-C^-alkyl, aralkoxy-Cj-Cg-alkyl, 

C 1 -Cg-alkoxy-C j -C^-alkoxy-C j -Cg-alkyl, hydroxy-C j -Cg-alkyl, hydroxycarbonyl-C 1 - 

C^-alkyl, hydroxycarbonylar-Ci-C^-alkyl, aminocarbonyl-C]-Cg-alkyl, aryloxy-CpCg- 

alkyl, heteroaryloxy-Cj-Cg-alkyl, arylthio-Cj-Cg-alkyl, arylsulfonyl-Ci-C^-alkyl, 

arylsulfinyl-C j -Cg-alkyl, heteroarylthio-C j -C^-alkyl, heteroarylsulfony 1-C ^ -Cg-alkyl, 

heteroarylsulfinyl-C j -C^-alkyl, perfluoro-C j -C^-alkyl, trifluoromethyl-C 1 -Cg-alkyl, 

halo-Cj-Cg-alkyl, alkoxycarbonylamino-CpCg-alkyl, and amino-Cj-C^-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of C j-Cg-alkyl, ar- 

Cj-Cg-alkyl, cycloalkyl, and Cj-C^-alkanoyl, 

R 8 and R 9 , together with the carbon to which they are bonded, form a carbonyl 
group, or 

R 8 and R 9 or R 8 and R 1( \ together with the atom(s) to which they are bonded, 
form a 5- to 8-membered carbocyclic ring or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 
as to R 9 : 

R 9 is selected from the group consisting of hydrido, hydroxy, Cj-Cg-alkyl, Cj- 
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Cg-alkanoyl, aroyl, aryl, ar-Cj -Cg-alkyl, heteroaryl, heteroar-Ci -Cg-alkyl, C2-Cg- 
alkynyl, C 2 -Cg-alkenyl, thiol-^ -Cg-alkyl, Cj-Cg-alkylthio-C^Cg-alkyl, C r Cg- 
alkylsulfonyl-Ci -Cg-alkyl, Cj-C^-alkylsulfmyl-CpCg-alkyl, cycloalkyl, cycloalkyl-C|- 
Cg-alkyl, heterocyclo-Cj -Cg-alkyl, Cj-Cg-alkoxy-Ci -Cg-alkyl, aralkoxy-Cj -Cg-alkyl, 
C i -Cg-alkoxy-C ] -Cg-alkoxy-C j -Cg-alkyl, hydroxy-C \ -Cg-alkyl, hydroxy carbony 1-C j - 
Cg-alkyl, hydroxycarbonylar-Ci -Cg-alkyl, aminocarbonyl-C^ -Cg-alkyl, aryloxy-Cj -Cg- 
alkyl, heteroaryloxy-Cj -Cg-alkyl, arylthio-Ci -Cg-alkyl, arylsulfonyl-Cj -Cg-alkyl, 
arylsulfinyl-C j -Cg-alkyl, heteroarylthio-C ] -Cg-alkyl, heteroary Isulfonyl-C j -Cg-alkyl, 
heteroarylsulfinyl-C j -Cg-alkyl, perfluoro-C j -Cg-alkyl, trifluoromethy 1-C ^ -Cg-alkyl, 
halo-Cj -Cg-alkyl, alkoxycarbonylamino-Ci -Cg-alkyl, and amino-C^ -Cg-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of C^ -Cg-alkyl, ar- 

Cj -Cg-alkyl, cycloalkyl, and C^ -Cg-alkanoyl, 

R^ and R^ 5 together with the carbon to which they are bonded, form a carbonyl 
group, a 5- to 8-membered carbocyclic ring, or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 
as to R 10 : 

RlO is selected from the group consisting of hydrido, hydroxy, C^ -Cg-alkyl, Cj- 
Cg-alkanoyl, aroyl, aryl, ar-Cj -Cg-alkyl, heteroaryl, heteroar-Ci -Cg-alkyl, C2-C5- 
alkynyl, C 2 -C 6 -alkenyl, thiol-^ -Cg-alkyl, C r C 6 -alkylthio-C r C 6 -alkyl, C r Cg- 
alkylsulfonyl-Ci -Cg-alkyl, Ci-Cg-alkylsulfinyl-Ci -Cg-alkyl, cycloalkyl, cycloalkyl-Cj- 
Cg-alkyl, heterocyclo-Cj-Cg-alkyl, Cj -Cg-alkoxy-C ! -Cg-alkyl, aralkoxy-Cj -Cg-alkyl, 
C 1 -Cg-alkoxy-C j -Cg-alkoxy-C j -Cg-alkyl 5 hydroxy-C j -Cg-alkyl, hydroxycarbonyl-C 1 - 
Cg-alkyl, hydroxycarbonylar-C 1 -Cg-alkyl, aminocarbonyl-Ci -Cg-alkyl, aryloxy-Cj -Cg- 
alkyl, heteroaryloxy-C j -Cg-alkyl, arylthio-Cj -Cg-alkyl, arylsulfonyl-Cj -Cg-alkyl, 
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arylsulfinyl-C j -Cg-alkyl, heteroarylthio-C j -Cg-alkyl, heteroarylsulfonyl-C j -Cg-alkyl, 

heteroarylsulfinyl-C ^ -Cg-alky 1, perfluoro-C | -Cg-alkyl, trifluoromethyl-C | -Cg-alky 1, 

halo-Cj-C^-alkyl, alkoxycarbonylamino-Cj-Cg-alkyl, and amino-Cj-Cg-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of Cj-C^-alkyl, ar- 

C|-C^-alkyl ? cycloalkyl, and Cj-Cg-alkanoyl 3 

and R^ , together with the carbon to which they are bonded, form a carbonyl 

group, or 

R 10 and R 8 or R^ and R^, together with the atom(s) to which they are bonded, 
form a 5- to 8-membered carbocyclic ring or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 
as to R 11 : 

Rl * is selected from the group consisting of hydrido, hydroxy, C ^-Cg-alkyl, C j- 

Cg-alkanoyl, aroyl, aryl, ar-C^-Cg-alkyl, heteroaryl, heteroar-CpCg-alkyl, C2-C^- 

alkynyl, C 2 -C 6 -alkenyl, thiol-C r C 6 -alkyl, C 1 -C 6 -alkylthio-C 1 -C 6 -alkyl, C r C 6 - 

alkylsulfonyl-C^-Cg-alkyl, Cj-Cg-alkylsulfinyl-Cj-Cg-alkyl, cycloalkyl, cycloalkyl-Cj- 

C^-alkyl, heterocyclo-Cj-Cg-alkyl, Ci^-alkoxy-Cj-C^-alkyl, aralkoxy-Cj-C^-alkyl, 

C i -Cg-alkoxy-C j -Cg-alkoxy-C j -Cg-alkyl, hydroxy-C i -Cg-alkyl , hydroxy carbonyl-C j - 

Cg-alkyl, hydroxycarbonylar-Cj-Cg-alkyl, aminocarbonyl-Cj-Cg-alkyl, aryloxy-Cj-Cg- 

alkyl, heteroaryloxy-Cj-Cg-alkyl, arylthio-CpCg-alkyl, arylsulfonyl-Cj-Cg-alkyl, 

arylsulfinyl-C j -Cg-alkyl, heteroarylthio-C j -C^-alkyl, heteroarylsulfonyl-C | -Cg-alkyl, 

heteroary lsulfinyl-C j -Cg-alkyl, perfluoro-C j -Cg-alkyl, trifluoromethyl-C j -C^-alky 1, 

halo-C|-Cg-alkyl, alkoxycarbonylamino-CpCg-alkyl, and amino-Cj-Cg-alkyl, wherein: 

the aminoalkyl nitrogen optionally is substituted with up to two 
substituents independently selected from the group consisting of Cj-Cg-alkyl, ar- 
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Cj-Cg-alkyl, cycloalkyl, and Cj-Cg-alkanoyl, 

* and r1®, together with the carbon to which they are bonded, form a carbonyl 
group, a 5- to 8-membered carbocyclic ring, or a 5- to 8-membered heterocyclo or 
heteroaryl ring comprising one or two heteroatoms independently selected from the group 
consisting of nitrogen, oxygen, and sulfur; 

only one ofR 8 and R^ or R^ and R* ^ is hydroxy; 

-G-A-R-E-Y is a substituent that has a length greater than that of a pentyl group and less 
than that of an icosyl group; 
G is aryl or heteroaryl; 
A is selected from the group consisting of: 





-O- 


(2) 


-S-, 


(3) 


-nr1 ? -, 


(4) 


-CO-^R 1 '), 


(5) 


-N(Rl 7 )-CO-, 


(6) 


-CO-0-, 


(7) 


-0-CO-, 


(8) 


-0-CO-0-, 


(9) 


-HC=CH-, 


(10) 


-NH-CO-NH-, 


(11) 


-OC-, 


(12) 


-NH-CO-0-, 


(13) 


-0-CO-NH-, 


(14) 


-N=N-, 


(15) 


-NH-NH-, 


(16) 


-CS-N(Rl 8 )-, 


(17) 


-N(Rl 8 )-CS-, 


(18) 


a bond; 
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is selected from the group consisting of hydrogen, CpC^alkyl, and phenyl; 

r1^ is selected from the group consisting of hydrogen, CpC^alkyl, and phenyl; 

R is selected from the group consisting of alkyl, alkoxyalkyl, aryl, heteroaryl, cycloalkyl, 
heterocyclo, aralkyl, heteroaralkyl, heterocycloalkyl, cycloalkylalkyl, cycloalkyloxyalkyl, 
heterocycloalkoxyalkyl, aryloxyalkyl, heteroaryloxyalkyl, arylthioalkyl, heteroarylthioalkyl, 
cycloalkylthioalkyl, and heterocyclothioalkyl, wherein: 

the aryl, heteroaryl, cycloalkyl, or heterocyclo optionally is substituted with up to 
two substituents independently selected from the group consisting of halo, alkyl, 
perfluoroalkyl, perfluoroalkoxy, perfluoroalkylthio, trifluoromethylalkyl, amino, 
alkoxycarbonylalkyl, alkoxy, Cj^-alkylene-dioxy, hydroxycarbonylalkyl, 

hydroxycarbonylalkylamino, nitro, hydroxy, hydroxyalkyl, alkanoylamino, and 
alkoxy carbonyl; 

E is selected from the group consisting of: 



(1) -CO(R 19 )-, 

(2) -(R 19 )CO-, 

(3) -CONH-, 

(4) -HNCO-, 

(5) -CO-, 

(6) -S0 2 -R 19 -, 

(7) -Rl9.S0 2 -, 

(8) -S0 2 -> 

(9) -NH-S0 2 -, 

(10) -S02-NH-,and 

(11) a bond; 



R iy is selected from the group consisting of heterocyclo and cycloalkyl; and 
Y 2 is selected from the group consisting of aryl, aralkyl, cycloalkyl, heteroaryl, aryloxy, 
aralkoxy, heteroaryloxy, heteroaralkyl, heterocyclo, cycloalkyl, wherein: 

the aryl, heteroaryl, or heterocyclo optionally is substituted with up to two 
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substituents independently selected from the group consisting of alkanoyl, halo, nitro, 
aralkyl, aryl, alkoxy, and amino, wherein: 

the amino nitrogen optionally is substituted with up to two substituents 
independently selected from the group consisting of hydrido, alkyl, and aralkyl. 

163. (new) A process for treating a pathological condition in a mammal, wherein: 
the condition is treatable by inhibiting matrix metalloprotease activity; 

the process comprises administering a compound recited in claim 162 (or a 
pharmaceutically acceptable salt thereof) to the mammal in an amount effective to treat the 
condition; and 

the compound or salt is characterizeable in that the compound or salt inhibits the activity 
of one or more of MMP-2, MMP-9, and MMP-13, while exhibiting substantially less inhibitory 
activity against MMP-1. 

164. (new) A pharmaceutical composition, wherein the composition comprises a 
compound or pharmaceutically acceptable salt according to claim 162 dissolved or dispersed in a 
pharmaceutically acceptable carrier. 
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